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(57) Abstract 

Compounds represented by general formula (I), nontoxic salts thereof or hydrates of the same; and peroxisome proliferator-activated 
receptor regulating agents containing the same as the active ingredient, wherein each symbol is as defined in the specification. Because of 
having an effect of regulating PPAR receptor, the compounds of the general formula (I) are useful as hypoglycemic agents, lipid-lowering 
agents, preventives and/or remedies for diseases associating metabolic errors (diabetes, obesity, syndrome X, hypercholesterolemia, 
hyperlipoproteinemia, etc.), hyperlipemia, arteriosclerosis, hypertension, circulatory diseases, overeating, ischemic heart diseases, etc., HDL 
cholesterol-elevating agents, LDL cholesterol and/or VLDL cholesterol-lowering agents and drugs for relieving risk factors of diabetes or 
syndrome X. 



(57)^^J 

-ft* (I) 




ifctt-tft^o*ft». i^O^ftfc****^ Lmt4^+vv 
D L n p -;u±^J, L D L 3 n J: Tf/$ tzii V L D L 3 



A L T/W<-7 
AM T**—T 

at *mt 
al* *— *h5!>7 

AZ THf^V^t^ 

BA tiX^T -^sy^m-f- 
BE 

bf -r^^-vrv 

BG 7 

B J ^> 

BR 79i?A* 

BY -<?A— > 
CA 

CF t*77'J* 

CG a>=*- 
CH 

CI a—hisXT-fr 

cm #*a~ y 

CN <PB 

cr = - y# 
cu 

CY ^^o^ 
CZ 

de hvy 



DM 




KZ 


EE 




LC 


ES 


>\^<> 


L I 


F I 




LK 


FR 




L R 


GA 




LS 


GB 




LT 


GD 




LU 


GE 




LV 


GH 




MC 


GM 




MD 


GN 




MG 


GW 




MK 


GR 






HR 




ML 


HU 




MN 


I D 




MR 


I E 




MW 


! L 




MX 


I N 




NE 


I S 


7^^?^K 


NL 


I T 




NO 


J P 




NZ 


KE 




PL 


KG 




PT 


KP 




RO 


KR 


its 


RU 



'04 



is— 7 is F 



SD 
SE 
SG 
S 1 
SK 
SL 
SN 
S Z 
TD 
TG 
TJ 
TZ 
TM 
TR 
TT 
UA 
UG 
US 
UZ 
VN 
YU 
ZA 
ZW 



xd «7*-7 



WO 99/46232 



PCT/JP99/01134 



5 msa* 

SfcfcBL HRsS; (I) 



10 




20 iJV>T, «rt5&W^**^/U*4r'>V-Aitt«a6ffitt>fi:$§# (Peroxisome 
Proliferator Activated Receptor ; &T> P P A R g£# B&E1" & 0 ) i $ ft 



1 



WO 99/46232 



PCT/JP99/01134 



h tlX V* h (J. Steroid Biochem. Molec. Biol., 51, 157 (1994) ; Gene Expression., 
4, 281 (1995) ; Biochem Biophys. Res. Commun., 224, 431 (1996) ; MoL 

Endocrinology., 6, 1634(1992) #80 • $h\Z^ y S!tt±fcfl81»ift|SL 

5 *> ? jl. <b Wllfi L T i t « t, tlX V> & (Endocrinology., 

122, 354 (1996) #180 o 

(N I D DM) fctftateiiai i: LT*D "btvt £ *) , IKIIf^M^ « 
jE-f^7ti6Hfflv>f,^-2,ifli||^T^J-C*<2, 0 ttz, ^>7'J>ii«?)IIt 

mtmmt tx%t»t)X%mx$>2>t%z.btix^z><it&ydx&z> 0 




BRL49653 1 



15 itz, ZtihVTTVV v >ilMMWIfiIO-o^p P AR y 

p par r <?>m%-w;&z®jzmt2>z. b#mm ltv>* 

(Endocrinology., 122, 4189 (1996) ; Cell., £2, 803 (1995) ; Cell., £2, 813 (1995) ; J. 
Biol. Chem., 22Q, 12953(1995) #&Q ,|ot, P P AR 7 Ol^fiSttt*** 

2 



WO 99/46232 



PCT/JP99/0U34 



•tf*PPAR7flH4ft3«J (7=r-*h) Ji, JflL^T^Jfci^/^^JilliMlg: 
T#Jfc LTtmitfx.t)ii4„ ifc* PPAR77^M±PPAR 
7 §6 3 %<D%J&*jCmt2> £. fc#fcl<bitT V?4 (Genes & Development, JQ, 974 
(1996))Clt^t>x PPAR7 fci&ttft-f *<7)&£<b-f PPAR7 

«rt5£$#PPAR7ttJIJK»IB3HkK|i*>oT^i} (J. BioL Chem., 222, 
5637 (1997) J3 <fc tfCell., 8J, 803 (1995)#10 ^ i tlZffi&ikX I5f7/'J v > 

10 $ ttfc (Lancet, 242, 952 (1997)#J8) 0 ftot, P P A R 7 fStt££PKJ-r 

*&ti;8j(7>*=f-* h>*p PAR7seet^is^^"e§^isi»jtKi. 

f*c#J«jB-C£& t%7Lh1XZ> 0 Science., 224, 2100 (1996)Kli, PP 

£»K *OClfc^e)PPAR7g6Ktt^L*v^OO«?-Oi&tt«rttI«l1-* 

£OHS£ilUn-C£ & P P A R 7 ®e5HI«lfP«lttiflU»»Ta, ^gf&T^k 

mmm, mm, >>>Kn-Ax, in^tn-;^ HEu^seiiii^o 
Si*oisa«r«i«iTi*ppAR7 5eisawai«itt, jhuskhrw. wsa, 

y>Kn-iXMHm ESII&JfiufiL Mti, JiUfiiJE, £ 

3 



WO 99/46232 



PCT/JP99/0U34 



7 4 7V- b^t^OiPfla^WSeK^-o^pPAR a^M^XhhZ. 
t 1>$ffl LX V»4 (Nature., 242, 645 (1990) ; J. Steroid Biochem. Molec. BioL, 51, 
157 (1994) ; Biochemistry., 32, 5598 (1993)#M) oZ.HbOZ.tfrh. 7^71/- 

ZiiVlftKb, PPAR ff Wn4M14HT, W0 9 7 3 6 

5 7 9fiit(:ii!ll!ifti^i - £##£$*l£ 0 $ tz, J. Lipid Res., 32, 
17 ( 1998)K li P P A R « £ SftO ftftft K «t oX 1%®%. <J ^Ifi 
15 (HDL) 3l/XfD-jV±M, (LDL) 3 1/ 

XTn-;i^jgfg;®j@n;*-g6 (VLDL) n^rn-iK ^ h ^ 
U-fe KOSTftfflS-fUv^:i:m?<lTV^ 0 Diabetes., 46, 348 (1997) 
iZiiy^rv- V&4t&®<D-L s<-*f7< TV- K:J:oTt«M 

20 oTP PAR a ^^^rfS^kt^T^-T; K^PPAR aS6B#<7)f§5i£ 




o 

^n7-f7*U- h 



5 



4 



WO 99/46232 



PCT/JP99/01134 



htk i> %mx$> h t h tiz> o 

P P A R £ ££#*3r*K:i8ttfc Lfc Vr/K^PPAR5 5&#fr*» 

PPARtfli, fc§fcPPAR0, *-5v^(it K&*£-fcl±NUC 1 fc <>$fc 
HTV^ 0 £*tSTKP PAR # IT, WO 9 6 0 1 4 3 0 t 

iE*ffl#KlihNUC 1 B (t bNUCl fc75 /$lHri ? fl£& P P ARt7 

h p p a r a ^ww^p^yu-ty^-^m^^nmTU 

10 4;i#i?Htv^ 0 Sfc, SJS"C{iW0 9 7 2 8 1 4 9-SHPMB»fc;&vvc» 
PPAR 5SeSi:H^||fDtt«:fL, PPAR £ *#*KtSttfl:* 
(Trr-^h) rt*ji,tB£*u ZhKZtib (Dfo&Wn D L (KWKVtfgfi) 
3^fn-;i/±M^tLtv^ii«^W; 0 tot, PPAR 5 

i> o 

20 ( 1 ) 0lx.tfWO 9 7 2 8 1 1 5-5§-M#Kfi. HE* (A) 




(A) 



5 



WO 99/46232 



PCT/JP99/0U34 



itfcmm*. C5-107'J-;K C5-10Afn7V-Wt,M$fL, 
R4A ( ± R 2A^f,g^$^ ( Z A_ W A_) |iZA-CR6A R 7A x £fc 
liZA-CR6AR7A- R 8A-^^ L> R 8 AfiCR 6 AR 7 A, 0 , 

5 s (o) pA 3s*&«&3*i, RS*axvR7*\t*ti*tLW$LLT, 

=Fs C1-6 7WHIJ?$K, XI Ai5j:OfX2A{i^^-?-*a^3rtT, 

s (o) pA . -o-mfrhMRZtL. yiAfio, c&frbm&zti, zaj± 

C0 2 R 3A %frt>M1R$ii. t AJ3<fctfvAfi*ft^ft&37XT0££(±l £ 

10 ^fc>U t A+vAttlSr**>L»QA|iftSlifc|±^ft*P0 2~4 0l[ffl[0^ 
*bK«^fc>U pAliO-2^L, R3AIJ» Cl~157;Un 

PAR d&m><Offi®M'?$>2>Z.tmffi2tlT^Z (tt<Dm<DMWl±&& 
ZUfriffltLtio ) o tiZs WO 9 7 2 7 8 5 7-f-^iffl#i5 «fc tfWO 9 7 2 

15 8137 ^wmmiz *> ±ie t w&mt&w? pars %MW(Dmm\~?$> *> 

(2) tiZs WO 9 7 3 1 9 0 (B) 



AB{i7x-;i/-e*0>miB7i-;H±loi/cii^tLJSl±^oy> 
HH\ C1~6 7^;K Cl~37^3^fy, C 1 - 3 7**n7*3*y, 
- h'J A/*7ttt-NR7BR8B (R7BijJ:Of R 8B{i^tL-PtL3f^LT, 




,C0 2 R 1B 



20 



6 



WO 99/46232 



PCT/JP99/01134 



fciofc^tr, 5 ttz\±6M<D^fvm-C 1 ~ 6 7;Mf U> -fc&bU K 
le^rn^iic 1 ~3 7;u*;w-egifc$;MT*> «fcv> ; 
5 Al k B (iCl~3 T^^W'^'Sr^t) L ; 

ZBli- (Cl~3T;^I/» 7x-;K i£tt-NR3BR4B*e ) Sft£ 

*l* 0 ) •c^$*ti'fb^», Jfctt-e-tifeoEaiw-icifrsa:*^ ppar/ 

10 &frZffi*Ltz 0 ) o 

(3) #$¥9-3 2 3 9 8 2^W«#»ctt % HHsS (C) 



;l/^r;U^-C^ t) s R 6 Cl***^* f z \t R 9 C fc-fc o TZH#te£3&Jfc 




(C) 



R SC vO 

15 (RC|i R C N 




R'Cfctfi&£ft-CV>T«> J: 



7 



WO 99/46232 



PCT/JP99/01134 



R 9 c tt^StSt^ g& $ itx i v>{&£7 *3fci \m&2 tixi>£ vMS 

v»*£fc**iB«3:itW& 0 #gfl¥8-3 2 5 2 6 4^M#, 

8-3 2 5 2 5 Ofllt, WO 9 6 3 8 4 1 5 TOM** £ «t WO 9 8 0 

o 1 3 7^mmmizi,mu<oit^m^smi&r^m^xv t s^^m^T^mi 

(4) tfc, #PPP8-1 0 4 6 8 8-^BHI*Ktt, HfcS (D) 



R D -(0)„o-{ ^j-Y°-CH-| 



R 1D R 2D 



.0 



O 



(D) 



2 m<omtfc$m&* zurumto r 1 D & x v r 2 » « w-* Ha o r 

8 



WO 99/46232 



PCT/JP99/01134 



*®£©SiEtt&3l*»#*Jfc»Lfc. ) o ftfflB6 1 -8 5 3 7 2-^ 
(5) - 1 4 3 8 5 6^9MIMFfcUU (E) 




10 (^XE|i-CR 4E = $fcli-N= 1 YE(i-CR4E=N- -N = C 
R 4E_ % _CR4E = CR4E- x -o-, -S-i/:li-NR4E-, zE|i 

- (CH 2 ) nE 0-, - (CH 2 ) nE S-^, RiEtt- (CHR7E) n£ 

COOR6E^ n E LT 0-5, R2E|i^^tt7;^JK 



15 




R 4 E ti, $&LT*|t££ tiffin R 7 E tt>Jt3li it&X^f-ft/ 

20 h 0 

(6) tit. #^¥8-5 0 4 1 9 4^WB#fctt, -ft* (F) 



9 



WO 99/46232 



PCT/JP99/01134 



X F_ Y E— Z E_ » 7 'J- ;U F « A E — B F (F) 

RlF, R2F, R3Fi5j:yr R 4F{i x ^ C 1-1 OT^^K C3~8v 
^n7M^, 7'J-K0~8 7MJK 75;C0~87^;K Cl~ 
10 67;i/W^C0~8 7iH;K Cl~6v7W75yC0~87JV 
C l~47JI'3^>C0-67^We>*5ff*t)«fiL , Cfflli$ 

ft; 

YF|J:C0--8 7M;K C 0-87W-O-C0-87^;K C 0-8 

7;u*;i/- s o nF -co~8 ta^/upt* iK£e:-CnFiio~2 
15 ; 

ZFfiiCTAFtt (CH 2 ) mp, (CH 2 ) mF 0 (CH 2 ) nF . (CH 2 ) m 
F S0 2 (CH 2 ) nF , (CH 2 ) mF S (CH 2 ) nF , (CH 2 ) mF S0 (C 
H 2 ) „ F ^^MLtM?ti, ££TmFi5J:tfnFttO~6ri*<b&:a:L 
T«*$ft4«E«:-C*»), fcfiLAFri* (CH 2 ) mF mi^ ZFisJtf 

R 5F li7K#> C 1-6 7^+JK C0~67Wt+yC0~6 7W, 




10 



WO 99/46232 



PCT/JP99/01134 



R6F % R7F, R 8F % R 9 F % R 1 0 F££XfR 1 lF»i % C1-87JI/ 

z<k^sxv ! mmtfyitzw®ntfo%zc)%i!f s 7 j ; -r > 

*%w% * wu p p a R5£as#:oi«i«i^ffl fcjrrafltewfc&m*"* < a* 

10 W&fcfffcofctt*, (I) •C*S*L*<t^«)» J B»*aMt1-*ifc* 

Sfc, -K ( I ) ■C^SiiSflteWO-Btt, Ifl5#^¥ 1 -1 4 3 8 5 
6fl»J:»8-5 0 4 1 9 4 ^HMB#?BEfc&fcl?* 0 , 

20 1 ) Hiast ( I ) 




11 



WO 99/46232 



PCT/JP99/01134 



A MiC 1 - 4 T)V* V >mt tziiC 2 - 4 7**=- V U 
A 2 li - 0 £ fi - S -g£at> U 
A 3 lie Hg* tziili&Zmt> U 
5 ntil~5£^bU 
RMi 

(i) &%m=? . 

(u) C 1~87W4> 

(ni) ^oy>nH\ 

10 (iv) C l~4 7;i'3*v'i, 
(v) -fni, 
(vi) 

(vii) h 'Jad^ h^rvS, 

(viii) h 'J^CM?-^?-*^ 
15 (ix) y7;l, 

(x) Cl-4 7^Wti, 

(xi) NR 5 R RS^itfRSii^^a^tzlLT, TfqgliH^fc 

(xii) m.wm. ttz\t 

20 (xni) AfDiMI^L, 
R2j± 
(i) 

(ii) C l-4 7;^i^ 

(iii) A D y^ Zfztt 

25 (iv) M^n^;i/g£^;bU 
Cycllli 

12 



WO 99/46232 



PCT/JP99/01134 




00 t ir 

N — J 




(iii) 




Cy c 2&ii 
(0 R%m&. ttzli 
(ii) AfnUi^foL, 
5 R3{i 

(i) y^m^, 

(ii) C 1~87^W, 

(iii) AnyvHf, 

(iv) C 1-4 7^3^71, 
10 (v) -bni, 

(vi) hVAO^f;H, 

(vii) h 'Jad^ b*v^ 

(viii) h'jAD^fjl/fii, 

(ix) 77;!, ttzl± 

15 (x) C 1 ~4 7;V*;i/?-«t^fc>U 

R° R 9 

(0 — a 4 -c— coor 7 & i£ti 

(ii) 2 , 4 - f 7VJ y >y* > - 5 - ^ Jl/I^ib L, 

20 (i) Jfcfc^ 

(ii) C 1-4 7;^1/>S, 

(m) -ci~47;^i'>-o-i, 

(iv) ~C l -4T)\s*uy-s-&*mt>U 



13 



WO 99/46232 



PCT/JP99/01134 



tztzU 

(1) R4|i2ft*£li3ftfc*S£1-*&©fcU 

(2) R*ri ? 3 U A4#Him&i1z\t*7\s>*&t>U A3^CH 
5 Sr^frU Cyc l&^>V>Z£t>tt AMi^fUV, .xf-l^ £fc 

2) HR* (I) 



A i fi C l ~ 4 r P tie 2 - 4 7;u^- v v&*Wo U 
15 A2tt-0-3£*fctt-S-&*SfcU 
A3ttCH&*fcliN&*£fcU 
nlil ~5£g:bU 

(i) TkitJ^ 
20 (ii) C l~8 7^i, 

(iii) >Nn$*>H^\ 

(iv) C l-47^3^>i, 



10 




(I) 



WO 99/46232 



PCT/JP99/01134 



(v) -hni, 

(vi) hV^n^f-;^ 

(vii) h'J^n^ h*v&, 

(viii) h <;^n^^;i/f-^^ 
5 (ix) yyyl, 

(x) C 1 ~4T;i/4r^f-^-^ 

(xi) NR5R6g (£(£, RSiJi^Reti^^^lJr UT, TfcSiJfH 1 **: 

(xii) ^XHU^ ttzit 

10 (xiii) AfDii^ifcU 
R2{i 

(ii) C l-4 7Wi, 

(iii) Anyvlf, Sfctt 

15 (iv) h V^npt^l&Sr^fcU 
Cycllli 

Cyc2il± 
(i) *U&5S£, Sfctt 
20 (ii) AroiltifeU 
R3|i 

(i) 7kStJgli\ 

(ii) C 1~8 7^;H, 

(iii) AD^Vlf, 

25 (iv) C 1-47^3^$, 



15 



WO 99/46232 



PCT/JP99/01134 



(v) -bOl, 

(vi) F'jAn^fjH, 

(vii) h'J^n^ h*v&, 

(viii) h 'J^n^f-H/f-jj-gk 
5 (ix) ->7;l, tfcfi 

(x) Cl~4 7WftMII?U 
R4li 

R 8 R 9 

(i) — A 4 -C— COOR 7 3fc i^tt 

(ii) 2, 4 - f 7'/'j > - 5 -'f ;i/i*tt»L, 

10 AM* 

(i) JMfrg\ 

(ii) C l~4 7J^U>i, 

(iii) -Cl~47JKl/>-0-l, Ztzli 

(iv) -C 1 -4 7^l/'/-S-Iti*»U 

15 R7, RS&XVRQ&Zti&m&LX, J fcliC 1 - 4 TJV** 

(1) R4tt2ffi*fcl4 3ffice^1-* tot U 

(2) R4#3tfcK«£-U A*#J|i»^Sfctt*?-U>*£frU'A 3 5&*CH- 
20 fc^bU Cyc §> AMi^l^ xfl/^, ttz 

3) (i) -cmztiziteyBvm&ijmzMtZo 



25 §&EOl$fflfc|&l8 

16 



WO 99/46232 



PCT/JP99/0U34 



xtf, 7)U^)V^ Tfrf-fr^ r;u^r-;w^ r;vn^yl, 7;i^;i^ 
(E, Z, Yyy^W) . ^R^#lE^^J:^^tt# (R, 

(d, l, a, i#) , ^7^77^;a.w 
10 f-;w&fc«fctf£*ifeo^14#&tNfe*o 

C 1 ~4 7A'3*'>*tli, ^ h+v, xF^a -/dtK^v, 
15 C l ~4 7;i/*;uf-*g£J;j\ xwt v ynt>f*, r 

C 2~4 7;i/'7--U>^tli. if-V^ ■/n^-l^ T'x-l'^iJ 

So 

hv^n^f-^tii, 3-7ii^ &mm¥* 7ym^. &mm&zx 

M;/MJ*f-/l/***itt, 3«7^S^ JSaaK^ 



17 



WO 99/46232 



PCT/JP99/01134 



$t$mt\±, C3~i5^^ zm, EWftBkmm.&xv&ffi&Rmm.z 
mt>to C3-1 5 <om., rau Bm^RMWisxmm^Rmm.tix^ 

Mz.\f, 'sfuzfusty, 'stwrjry, i/? us<y ? y, v ?u^*y-y s 
5 'strxn-^y? y , v ? n :t ? ? >\ v^oyt'A nf* y, v ? n ^ > 

>r yr y. i-7?uy, rXvy^ yjvirvy^ y^i-yvu^ 

y^ 7^l>7-fe>, 7-bt7f ^7i-l/>> ^tKD^>?l/>, 
-f^V (ytKo^>r/) , Kn4 >7*>, vViKn^7^P> > 

k ^07^*1/^, ^JHiKn7it>H"f>, KD7>h7-t>, 
^l/tKD7-bt7fl/^, ^;KiKD7x-l^>, 9 xi <ty 9 > ^ fcfv 
*n^*+}->, ev7nA^> ( [2. 2. 1] fefv? n'V'/* >) , Vfv 
9u*9 9y, tfi/^o;t>, trv^nf^^, 7^v>* >l£#pif hti 
15 -So 

^xn^fcji, 1 ~4li<*>MJiHK 1 ~-2m<Ot&MW.l-&&UF/$tz\± 1 

mmLtz i ~ 4®<Dmm%*, 1 - 2fl©K*is^ * tr/s 

H7V>, f'J5^>, tf';^v> % 7-tffc?^ vT4ff^, 77>, M 
t+-bt:'>, fr+^Hftf^ f*7x>, f-74> (^*t'7>) , f- 

25 Hv77*-^, **-*7v>, t+tv7y>, **-9-7-fe* fc?> % **"9-v 
7-t£tf>, TTVTV-n>, TTTVy, f-7v7v>, ^7 7HfH'>, 5^7 
v7-t£fc°>> ^ > K — *V-f>K-JK ^>7*7 7>, ^fV^>7*77>, 



18 



WO 99/46232 



PCT/JP99/01134 



^>W7x>, ^v^v/fiyx^ 4>y % /<-^ *a>j>, jv* 
jw, y?yi?>, t7fvv>, */*-9-v>, 

JWK**£lf4~i SAD**, r^7t(iH^m^-e-^i^{i^l& 
hU7V'J>, hV7VV^>, rh7V'J>, f h7^V^>, ybKntf 

HKD77A f b7tF'D77A vHKnt^A fh7t Knt:7>, 
ytKoft7xA f K7tKoft7xA vHKnf-r^> (S^tKn 

f h7kKDtW-;W ytKn^y*W->, r h 
15 7tKa>f7t^t7*-^ ytKofTV*-^ f h7t Knf 
yt:KD^7f7y-;K r h 7t KnW 7f-7V-/K 

s<>V"7y>, ¥t Kn>f y^*/v*77>, y<-n Kn>f 7^>v*77>, 2> 
tKD/oyf t7x> % ^-tKo^yy*f t7xA -7tKo>f7^yy 

20 ft7x>, Ka-f v^>V^^-7ji>, V\LYu4y /*- 

Kn-f Kn*/ >; fh7t Ko*/ y Kn 

*A'J7, ykKD^7^7'JA f h 7t Kn^f V*A V M'-tKn^ 
V*/U>, ytKD7^7y'A f l>7tKn7^7y'A ^-kKn7^ 
r>'A ytKnt7f'J^>, f F7HKot7f'Jy7, /<-tKnt7 

25 f'Jy'A ytKo^f7+t'J'A ff7tKn^;^t'J>> A'-HKo^ 
7WJ>> ytFn^t/'J A r hyfc Kn^tVV /<-HKn*t 
>, yt;Kny>7'JA fh7HKny y7'J*A /<-fc Kn->;// y 

19 



WO 99/46232 



PCT/JP99/01134 



5 Vv7-tft: 0 >\ ^>Kn**y7^fc*:', 4> Knrhyfc Kn**^ft£> % 
V Ka^^-9-v7-tfe>, > Kax b^t KDt^r-9-v f 7-iftf>, <i > V 
nf-77-tffcf:^ > KDf h 7t Knf-77-tfb>, 'f > Knf 7v7-b*e 
OKofh7liKnf7y7^e>, > Ka7-t* tf^, 4>Yut-Y 

10 so*S77-*fy, ^>Vf-7^7V-;K ^>VhV7 > /-;v, *>77-, 

-tKD*;kV/-;K ytKny^'Jy'v, f h 7 k Kn7 * 'J y<- 

^Kn7^'j> ? >, i, 3-is**y-4 >y>, 1, A-vt^^yr>m. 

15 -f&£, ( I ) «k R 2 £: LTJi, L < «*C 1 - 4 7^*;i/g-Cfc f) „ ft£ 
(l) CycU LTIi, ftf £ L < li 



-jft* ( I ) 4\ A 1 1 L*Cf±, SfSLOiC 1-47^1^^*1), # 
^$fiL<(iC 1~27WI/>I (-CH 2 -I, - (CH 2 ) 2 

(1)4", A 2 t LTJi, 02 L < Ji-0 „ 




WO 99/46232 



PCT/JP99/01134 



(I) R4©ff*Lv>*&^eii3tt-C*a 0 

R 8 R 9 

\/ 7 

HteS ( I ) R 4 t LTIi, Jf * L < li — A 4 -C— COOR 
HR* (I) A 4 t LTIi, 0iL<li^i/:li-Cl-47WI/ 
5 >-0-&3£li-C l-47;^i'>-S-It*^ #{w«Ff L<lii?ii& 
£\ tf:ti-CH 2 -S-i^i 0 

HR* (I) *K R8*JJ:lFR9i LTIi, ffSLOi^B^Sfcli*** 

HR£ ( I ) R 1 t LTHU $fi L < C 1 - 8 7****, 

10 /Noy>ig^- N hU^n* h*$/2k *fctth V^n*f-/uf-*gfc^2&0, # 

HR55 (I) 4\ Cyc2t^$^titLm fcP2L<{iC3~ 

1 0^^*^{±r^:M^5|-e*»), J: L < (iv? n y'ujty^ 

15 >> ->?oyt>, y^nf*>itl±^>€>^t), £<bK0£L<tty 

-HiSsS (I) *k C y c 2T?^b$it&'vrn3ti: LTIi, #i L < f± 1 ~ 

2 flOSSIS*, 1 ~ 2 i V/ 1 fcl± 1 l«®ft^tf 5 
- 1 0«OW*fctt-5l*tt^7y-/U*Jttt«?-O-«i/itt^«A«ftfD 

20 Lfcfc<9T*»K £ tyftff L < Ii7 7>, ft7x>, tfV^>, 
^■TVTV-)V (1,2, 3-f7y77-;V) > 

(i, z- s J***t4vyy) l < tts>**iM 

yyy (1, 3 -y**-9->f **r» -c£& 0 

-ft* (I) Rl-cafc**i*Daail: LTtt, »i L<{iC3~l 0?) 

21 



WO 99/46232 



PCT/JP99/01134 



*/fw<>9> > v^n^^r^>. z/?xjs\7?>, n** * y 

HHsS (I) 4\ R^^^iiSAfDlfcL-CH, fttL<\t\~2m<D 
5 M^fi^ l~2l@O^m^J:0 f /i^li l*©flatJR^**tr5~l 0 
^(DMMitzit ZM^Mimr V - * 4 li * ®-» * fc »i£ flW&ft L fc <fc 
©•C*»K J: Off* L< Ii77^ ft7x>, tTVv> x W7y-;Ml, 
2, 3-^7vTV-;U) , fc*^7v>££»iv**-'M>^> (1, 3-v 

10 TvTV-;i/) -?*& 0 

*5&Wfci5V»-C, PPAR^WWJtlt PPARSSftoS, 7 1, 

ppARgwaawaau ppAR»«i+7iwi> ttz\±??k 
15 R^fr am+d mmmm^h o , ni:jfj l < a p p ar^# ai+ri 

* fc, P P A R KWU P P A R %mfoT =f^X b £ J: tr P P A 

R£##7>*=<^* »iL<liPPARfS#7^-7 h 

J:l)JfiL<l±PPAR^fll7^b, PPAR£##£Ii 

20 7^b, PPAR^ffI+7l7rf-Xh, tfcliPPARSSftfl 

i+^l7^-X b-C* »? . #tcffi L< liPPAR£3g#:ff I+rl7^- 

ifcliPPAR5l7^-Xh?*5„ 

-««-(I-a) 

22 



WO 99/46232 



PCT/JP99/01134 




(I-b) 




HftS (I-c) 




(I - d) 



23 



WO 99/46232 



PCT/JP99/0U34 



5 




( i - f ) 

10 




(i - g ) 

15 

24 



WO 99/46232 



PCT/JP99/01134 




-8b£ (I-h) 




HW-(I- j) 




HB3S: (I - k) 

15 



25 



WO 99/46232 



PCT/JP99/01134 




-m. ( i - 1 ) 

5 




-tea (I -m) 

10 




JttT©££«K Mel^fJl/MlbU E t lixf-/i'3fc*£fcU t-B 

26 



WO 99/46232 



PCT/JP99/01134 




27 



WO 99/46232 



PCT/JP99/01134 




28 



WO 99/46232 



PCT/JP99/01134 



m 3 



No. 




No. 




No. 




1 


o 


11 




21 




2 




12 




22 




3 




13 


Mes -0- 


23 




4 




14 


Cl 


24 


N -s 

Me 


5 


f -0~ 


15 


0 2 N 


25 


0- 


6 




16 


MaO-T^— 
MeO 


26 


Me-N : N— 

\ / 


7 




! 17 


MeO 

m °°-0- 

MaO 


27 


oo- 


8 


F * c -0- 


18 


Ma-^- 


28 




9 


F 3 C0 ~O~ 


19 


F F 

>- 


29 




10 


F 3 CS-Q- 


20 


o 


30 





29 



WO 99/46232 



PCT/JP99/01134 



m 4 



VLy n^-°y^y^ s cooH 



No. 


(R 1 )n-(^- 


No. 




No. 




1 


o 


11 




21 




2 




12 


nch Q- 


22 


O 


3 


1-Bu-hQ- 


13 




23 




4 




14 


Cl 


24 




5 




15 


0 2 N 
MeO 


25 


Me 

o- 


o 




ID 




/ — V 

■ |. _ LI KI 

MO'N N"~ 

V / 


7 




17 


MeO 
MeO 


27 




8 




18 


F F 


28 




9 


F 3 CO^Q- 


19 


F F 

>- 


29 




10 


FaCS-Q- 


20 


o- 


30 


4i> 



30 



WO 99/46232 



PCT/JP99/01134 



NO. 




iMO. 


l n /n ^Uyc2T 


NO. 


fR 1 l ( T....1 1 

\ n /nTCycz J 


1 


o- 


11 


Me^-TV- 

— y 


21 


O- 


2 




12 




22 


0 


v 


t-Bu— £ V— 


13 


MeS-O — 


23 




4 


^ y 


14 




24 




5 




15 


Me-Q- 
0 2 N 


25 


Me 

O- 


6 


c, -Q- 


16 


MoO 


26 


\ / 


7 




17 


MeO 
MeO 


27 


0-0- 


8 


f 3 c -Q- 


18 




28 




9 




19 


F F 

>- 


29 




10 


F3CS-Q- 


20 


0 


30 


F 



31 



WO 99/46232 



PCT/JP99/01134 



m 6 



(R^-g^X^°XX C00H (I " C - 2) 



No. 


(R 1 )n-rCvc27— 


No. 


(R 1 )n-rCvc24— 


No. 




1 


o- 


11 




21 




2 


Me-Q- 


12 


NC -Q- 


22 


o- 


3 




13 


Mes -0~ 


23 


0- 


4 


MeO-T")— 


14 


Me-Q- 
CI 


24 


\ 


5 


f-TV 


15 


OjN 


25 


Me 


6 


a -Q- 


16 


MoO 
MeO 


26 


\ f 


7 




17 


MeO 


27 


<y<y- 


8 


F 3 c -Q- 


18 




28 


tyo- 


9 


F 3 C0-Q- 


19 


F F 


29 


o-p- 


10 


F 3 CS-Q- 


20 


o- 


30 


F 



32 



WO 99/46232 



PCT/JP99/01134 



3E 7 



NO. 


I" )n^Cyc2l 


NO. 


(R , )n~(^- 


NO. 


fOl\ -f r.._nl 

V M Jn^Cyc21 


1 


o 


11 




21 




2 




12 




22 


/ — V 

o- 


3 


«-0- 


13 




23 




4 


Me °-Q- 


14 


CI 


24 


Me 

•O- 


5 




15 


0 2 N 

MeO 
MeO 


25 


6 


c, -0- 


16 


26 


\ t 


7 




17 


MeO-^— 
MeO 


27 




8 




18 




28 




9 


F,C0-Q- 


19 


F F 

>- 


29 




10 


F 3 CS-Q- 


20 




30 


4p- 



33 



WO 99/46232 



PCT/JP99/01134 



m 8 



No. (R 1 ) n -(^^- 


NO. (R 1 )„-^^~ 


No. (R 1 ) n -(c^- 


2 Me-Q- 

3 t-Bu-Q- 

4 MeO-^^— 

6 c, -0- 

7 0 2 NHQ- 

9 F 3 CO-Q- 

10 F 3 CS-Q- 


11 lA^H-^y- 

12 NC-Q- 

13 MeS-Q— 

14 Me ^p~ 

Cl 

15 "-Q- 

0 2 N 

16 Me0 -O- 

MeO 
MeO 

17 MeO-^— 

MeO 

1 8 Me-Q- 

F F 

19 |>- 

20 O 


21 [>- 

22 O 

23 (5- 

24 

Me 

26 Me-l/^Yl— 

\ i 

=8 ty<y 

29 ?"0~ 
^0 

3" f fP- 



34 



WO 99/46232 



PCT/JP99/01134 



$L 9 



(R 1 )n-(c^W S T Me n 



No. 




No. 


(R')n-^)- 


No. 




i 
i 




1 1 


Me,N— I \ — 


21 


r-S 


2 




12 




22 


o 


3 




13 


Mes -Q- 


23 




4 




14 


/=\ 

Cl 


24 




5 




15 


0 2 N 

Me0 "O~" 
MeO 
MeO 


25 


Me 

o 


0 




ic 


oc 
&o 


i — V 
WIG ri vi 
V t 


7 




17 


MeO 


27 


cny- 


8 


F 9 C-Q- 


18 




28 




9 


w-O- 


19 


F F 

>- 


29 


o-p- 


10 


F9 cs-Q_ 


20 


0- 


30 


F 



35 



WO 99/46232 



PCT/JP99/01134 




36 



WO 99/46232 



PCT/JP99/01134 



1 



NO. &\-(c^- 


No. (R'jn-^)- 


No. (R')„-^^- 


1 o 

3 t-Bu-Q- 

4 MeO-Q- 

6 Cl ~\J~ 
7 

8 F 3 C-Q- 

9 F3CO-Q- 

10 F 3 CS-Q- 


11 MejN-^- 

13 MeS-Q— 

14 MeH p~ 

Cl 

15 -"P- 

O2N 

ie MeO-O— 
16 

MeO 
MeO 

17 Med-^— 

MeO 

18 Me-Q- 

F F 

19 >- 

20 O- 


22 O 

23 Q- 

24 

Me 

25 O" 

/ — V 

26 Me-N N — 

\ / 

27 OO- 

29 ?"0~~ I 
^0 

30 4$>~ 



37 



WO 99/46232 



PCT/JP99/01134 



mi 2 



No. 


(R')„-{cyc2)- 


No. 




No. 


(R 1 )„-foc^- 


1 


o 


11 




21 


0- 


2 




12 




22 


o 


3 




13 




23 




4 


""•o-O" 


14 


Cl 


24 


Me 


5 


■=-0- 


15 


Ma— <\ V— 
0 2 N 


25 




g 


ci— — 


16 


MeO 


26 


/ — V 
Me-N N— 

\ f | 


7 




17 


MeO 
MeO 


27 




8 




18 


H.-Q- 


28 




9 


F 3 C0-Q- 


19 


F F 

>- 


29 




10 


F 3 CS-Q- 


20 


o- 


30 





38 



WO 99/46232 



PCT/JP99/01134 



$tl 3 



No. (R , ) n -(^^- 


NO. (*\-(^- 


No. (R 1 ^-^^- 


1 o- 

3 t-Bu-Q- 

4 MeO-^^— 

5. F-O" 

6 c, -0- 

7 O a N-Q- 

9 F 3 CO-Q^- 

10 F 3 CS-Q- 


11 MejN-^- 

13 MeS-^— 
CI 

15 —Q- 

16 Me °-Q- 

MeO 
MeO 

17 MeO-^- 

MeO 

18 Me-^- 

F F 

19 >- 

20 O 


22 O 

23 [>- 

24 

Me 

25 lQ- 

26 Me-N^N- 

\ / 

29 ?"0 - 
^0 

F 



39 



WO 99/46232 



PCT/JP99/01134 



$L1 4 



( r\-0-<^X7 o TX cooh (l - e - 2) 



No. 




No. 


(R 1 )n-(cyc2+- 


No. 


(R'jb-fcycri- 


1 1 


o 


11 


M^N-Q- 


21 




2 




12 


nc -Q- 


22 




3 


t-Bu-4/-- 


13 


MeS-T^— 


23 




4 


"•°-0- 


14 


Cl 


24 




5 




15 


Me-Q- 


25 


Me 




v — y 




0 2 N 




v y 


6 


c, -0- 


16 


MeO 


26 




7 




17 


MaO 

Me °-^~}- 
MaO 


27 


oo- 


8 


p 3 c -0- 


18 




28 




9 


f 3 c °-0- 


19 


F F 

>- 


29 




10 


F 3 CS -0~ 


20 


o- 


30 





40 



WO 99/46232 



PCT/JP99/01134 



*1 5 



<« , MgKC'X^ s ~ C00H a - h " 



No. (R^n-^^^- 


No. (H 1 ).-^^- 


No. (R'jn-^C^- 


1 o 

3 t-Bu-Q- 

4 MeO-^^— 

5 F "0~ 

6 c, -Q- 

7 0 2 NhQ- 

8 F 3 C ~Q- 
g F,CO-Q- 

10 F 3 CS-^- 


11 Me 2 N-(^- 

13 MeS-Q— 
CI 

is Me °-Q- 

MeO 
MeO 

17 MeO-^^— 

MeO 

18 "e-Q- 

F F 

19 [>- 

20 O- 


22 O 

23 J}- 

N' S \ 

24 N^~~ 

Me 

25 0~ 

26 Me-N^N- 

27 oo- 

29 f-O" 
k 0 

F 



41 



WO 99/46232 



PCT/JP99/01134 



No. 


(R 1 )n~{cyc27- 


No. 




No. 


(R 1 )n-(cye2)— 


1 


, o- 


11 


Me,N-Q- 


21 


0- 


2 




12 




22 


o 


3 




13 


MeS "0" 

v i * 


23 


0- 


4 




14 


Cl 


24 




5 


F-O- 


15 




25 


Me 

o- 


6 


C, -Q- 


16 


MeO 
MeO 


26 


\ I 


7 




17 


MeO-^~\— 
MeO 


27 


oo- 


8 




18 


F F 


28 




9 




19 




29 


k o 

0-O~ 


10 


F,CS-Q- 


20 


o- 


30 



42 




43 



WO 99/46232 



PCT/JP99/01134 




44 



WO 99/46232 



PCT/JP99/01134 




45 



WO 99/46232 



PCT/JP99/01134 



0 



No. 




No. 


(B 1 )n-(Q)- 


No. 


(R , )„-(^^- 


1 


O 


11 


Me 2 N-{ = y- 


21 




2 




12 




22 


o 


3 




13 




23 




4 




14 


„ / = \ 

Cl 


24 




5 




15 


„ _/ = \_ 

Me °-0- 

MeO 
MoO 


25 


Me 


6 


CI— C""^— 


16 


26 




7 




17 


MeO 


27 


OO- 


8 


f 3 c -Q- 


18 




28 




9 


F,C0-Q- 


19 


F F 

>- 


29 




10 




20 


0- 


30 





46 



WO 99/46232 



PCT/JP99/01134 



( i ) -ft* ( i ) -emtiz^mitirmo 3 ) 

R 6 R 9 

R4;6? _ A 4_> c ^_ COOR 7 mx^zitem, -r &fc*>-ft* ( i - 1 ) 




(**K R 1 - 1 £ X VC O 0 R 7 - 1 KZti^tiR 1 £ X XfC 0 0 R 7 t |WI £jg 
Ktt^S*tTv>**>oi L, COOR7-U;«J:o-cat>$tL^COOH^{i 

Cl£MZmt>to ) -e*£;ft*fl:£-trti> -ft* (n) 



ft* (m) 




Cyc2f- (Cyd f— a 1 — OH 



(n) 



47 



WO 99/46232 



PCT/JP99/01134 



R 8 R 9 
A 4 — C — COOR 

H0 \^< (m) 



3 

A 3 



5 Htta (iv) 



X 1)n X 

^2^-(c^l\-A 1 -R 10 (IV) 




10 flhO|B^tt«rEi:Ri:**«:**>i-« ) ?*Zii&{£&tot-1B&; (V) 



R 8 R 9 

4 X/ 

%11 A 4 — C— COOR 7 " 1 



(n) •c^$fi4'fk^»fcHR^: (m) ?*3*i*ft^©&fcii&*n 
0J;ttf> HE* (n) ?*$ftMfc^£J:u f --8!:3S; (m) -e^sft* 

48 



WO 99/46232 



PCT/JP99/0U34 



-h'J;K ^>-tf>, *K TVik&ys (T/yA^^^^if 

/k ryy*^**'/®^ y7ne>K i, r - vtf 

1, 1' -7V*a (N, N-'^f W^A75 K^) fc«fctf* 
X7-fWt^l(h'J7x-;i/*77'f>, h ^7*^^7 7^ MMf- 
5 WX7-f #£T\ 0t:~60t:-C, 3-2 0P#fig»fc KJ: 

(IV) ?m$ti*>4tit®i3XV s -1SL$: (V) T^S*L4ft^«OKJ6 
tt&*n?*»K Mz-tfs HteS (IV) J: (V) -c 

*SftMfc^**fl&te£«»« (f hntKn77> (THF) , SJx**, 
io x--f;K mfl^f-i^ ?Dn*w, BMfrffcl^ ^*-9->\ 
so-ev^ Y)V3-y^ v^^;i/^;i/i.T§ K (DMF) , V* 
K (DMSO) % ^t>fm7775 K (HMP A) 30 «K (jjc 
*fttf-M;*A, ^K*'J^A X h'Jx?-;U7S>, tfVv^ ^»-fe->^A 
*) ^T^ ^iaoTliWJ (3*fltf-hV*A, 3*ft*';*«Mjs) 

(2) HR* (I) ^SftS-ffrfr*©}*^ R4^2, 4-f7V'jyyy 
*>-5->f 1"4fe*>-ftS: d-2) 



(vi) 




20 



49 



WO 99/46232 



PCT/JP99/01134 




5 ±.mw&H4:to-?$> t) x 08 xi^ (vi) ^Sftatt-g^j:^* 

iiiast3--2oii«?^:t, & imfflm) ^jp^t, ot;~-m 

(3) (I) X-7fi$thZ>Vc&®<Dnh. R i £ J: tfC 00 R? 

*A ( I - 3 ) 




15 Ri-2i5J:^C0 0R7-2{±^^iiRii5j:^c00R7i:^D^ 

i**^t>1- 0 fc£U Ri"2jjJ:t5COOR7-2o^*><7)^< Hlow 

fc-f 0 ) xm^^Mt^mmu-W^: (i-i) ^Sft&tt^-ifSrT^ 



50 



WO 99/46232 



PCT/JP99/0U34 



10 *>L<li (JMfc*X»M) *K 0~ 
1 0 OT^fiSW&frftSo 

(08;il^ fb7tKn77>, h*->-L* >7xf;i/x 
15 ^ (A*.!*, IV % ^rh>^ (05x.lf, 7-feh>\ 

25 (4) (I) -e/Tj^^oH, R 4 3i J 2, 4-f7V'Jy>y 

* y - 5 - 4 *&*Ut> URi^9 *><D&% < fc-o©gj&*7 5 7$^ 
-r4to*>HRS (1-4) 
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10 RBHO^fe-Cff 4Uk#-Cl5, 

W. Greene, Protective Groups in Organic Synthesis, Wiley, New York, 1991 twfgj|££ 

20 ;&<D%m&t LT(±, t-7h^rv*;V 

ilKft KMi? $ * fttfijtK $ ft $ V>. 08 X. IfT. W. Greene, 
Protective Groups in Organic Synthesis, Wiley, New York, 199lKlffiffc£ tltz & <Dij* 
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HHsS (n) , (m) , (iv) , (v) isitf (vi) tmztizft&y}^ Z 

WZ.it. -ASkS (n) ^^HMt^m<0^%, 2- (5-^f^-2-7x 
A-<ilV) y -;HiJ. Med. Chem., 41, 5037-5054 (1998) 

mx.\£, (IV) , (V) £<fctf (VI) -c^^^-fk^fiJ^Toas 
IgSfc: J: o $ ft* K.X *) mtt h i t § -5 „ 

A^-i : JfU&^Sjtiic i~47^u^I; 

A 4 -2 : -c l-4 7iHl/>-0-I^:li-C l~47Ml/>-S- 

TMSCN: h'J^WJ^>7-K; 
15 P h 3 P I h V 7xiW^7-f > ; 

ADD P : 1, 1* - (7V^*;^'-;i/) ye^'jy>. 
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RI&IgA 1 



rHft ffiS-f SWittigiai, 
j-R 3 Homer-Emmos^H 



(vn) 



R 8 R 9 

\ / 



R 8 R 9 

\ / 

R n-i^/^ (CH2)o-2 _ C-COOH 

* v _R3 

A (Vffl) 



R 8 R 9 

R n-i >^ (0^0-2-0 -COOR 71 

- y- Ra 

(K) 



r5-« 



(CH^-C-COOR 71 „. 



R 8 R 9 
(CH2) 2 ~4-C-COOR 7 - 1 



(X-l) 



(X-2) 



T5 



A^-C-COOR 7 " 1 



(V-l) 
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R^-W^ 0 " 3 " 000 " 7 * 1 R 11 - < y< ( ^ 2)o - 3 " cho 

(xi) (xn) 

R 11-1 .(CH^-OH Rll-l^/< CH 2>i-4-OH 

roas. V*1 R 3 T >r* 
I A 3«. h ^ A 3 

(XIV) (xv) 

R 8 R 9 



*->Mfc R v\ 3 (xvn) 



(XVI) 



R 8 R 9 
A^-C-COOR 7 " 1 

(V-2) 
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(VI) 
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TZtz iiffiKT \Z& it h Wk, v 'J * f i tz it >r 4 Wf? V* v * A v> 
io hVjc^;i/T5>, ^f^rr/, y^f-;ur$>, v*o^>-^;i/ 

PPAR a7^ PPAR7 hffiftiJilFPPAR ^ 7^ 
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1) fcr-PPARa, 7 t tziiSg^itim^tDU'syx. 1 ?— KTvkJOtt 

>?y>^t-lf (TK) yo^-^tEWv7x7- tfitft^Sm 
PicaGene Basic Vector 2 (i8q a q£, >*tt, #*n^ No. 

309-04821) *^>7i7- tflfiiitft^ £i2J 0 Hi U 
opTK/9 (^nyf ; ^?i, ft^o^No. 6179-1) ^^>^*/J>07'd^- 
10 *-fSttfc LTTK7n^-^- (-105/+51) %W,T<^)V'yy juy-^U 

l$ts¥lff3bJGa 1 4 5a«>I&8«?!U U A S * 4 OH 0*Lfc:t>^ 
yy—m\)*m AU 4 X U A S — T K — L u c . £*?£I£U U*'-*-itfK 

15 g#y#^-i : Ga 1 4m&fc®mmzm]git:*>">y--mm 

5'-T(a3ACGGAGTACTGTCCTCCG)x4 AGCT-3' 
m®G a 1 4ia<0DNA^#i^*J^>y«i:i^^n h P 

par a, r ifcii$%®&<DV#>v&£®mim&2^tz**7$:m>m 

S 5: & ^ ? * - £ W «fc n fcffoft L £o "f £ PicaGene Basic Vector 
20 2 jjC#^>*tt, #?n^ No. 309-04821) «#S&S^**-fcL 

G a 1 4g£<7>DNA*§£^$, l#Bfrfe 1 4 7#g i-C©7 5 y &@2?iJ 

*3-KtaDNAT*KthPPARa, 7 ££»i£##«D'J K*fr£« 
25 K-f* D N Art* 7 I^-A^^ J: t'li^LT, PicaGene Basic Vector 2 
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if y Y&&m.<D 7 5 J £S§ \Z li S V - 4 0 T-antigenfi*<0$#1f v 7 * )\> > 
Al aProLysLysLysArgLysVa lGly (g#iJ#-5§-2 ) £ 

5 t"C> 4 y? )\s3-y*f<D^-?7 fr1- — y3~\i Y- "7% TyrPro 

TyrAspValProAspTyrAla (E?iJ#^3 ) tSiR^ihn K 
>£mKE1-£«t?£DNAE?iJi: L£ c 

fc?-£&55-{i, RMukherjee£> (J. Steroid Biochem. Molec. Biol., 5], 157 (1994)#HS) , 
10 M E. Green<b (Gene Expression., 4, 281 (1995)#B3) , A. Elbrecht<b (Biochem 
Biophys. Res. Commun., 224, 431 (1996) #Ii tz it A. Schmidt £ ( MoL 
Endocrinology., 4 1634 (1992)#B3) KfB®£ft£fc h P P A R £®teV>M& HcM 

tfPPARa ')tfy\ f &&mi$i.: S e rH"-Ty r«>* 
15 t hPPARy 'J ify Ki8£^i£: S e ri76-Ty r*™ 
HhPPARavr/Kft^W: Se ri39-Ty r*» 
(fc FPPAR7 1$^ h PPAR7 2g®fa-?liS e r204-Ty r 506 

^tE^^t Zm**-* —t^< . PPAR'jr/ K8f£««*fcfc L 
20 fcGa l 45G<*>DNAit&'£$*k 1 4 7#§*-C07$ yRRfll 

<D*£3- K1-*DNA*:T**»£^**-fc#£TWISLrt: 0 

2) lihPPARa, 7 tfctt ^#^fflv^;;i/y7x7- H7vfe-f 

y 3 gfcg/f - 7>Jg?Jfc (DM E M) fc^feJBJAli* (GIBCO BRLtt, U ? a 
25 7 No. 26140-061) 1 0 <fc ^ MtJDU $ fcfcifc»JK5 0 U/ 
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Ga 1 4-PPAR&g^*-OMDNA£a±*BIJl& 
rt^*A"t* h7^7x^yg ^fcB&U *Wfi*^i&l Ocm dishK2 X 

%1 0ml fcSDlfco U#-*-£f£^l 0^ g. Gal 

? * -0.5// g tlipofectAMNE (igq a p&, GIBCOBRLtt, il 9 D ^ No. 18324- 

012) 5 o // 1 * x < mi u ±.m%m\shKmm ttz 0 37 x;~agmz 5-6 

M$cH\ 1 0 m 1 (Dmx^J&fttf&m (GIBCOBRLtt, * 9 V? No. 26300-061) 
10 2 0 J0*.fco 3 7lCC-lft«*L/i^ ifflfllfc h 'J 7->>»I 

tc i c T#ffc£-£> 8000 cells/ 100ml DMEM-10 %^fafiLf#/well?>iiffl 

iS?)2MS5:#tf$«^©DMEM- 1 0 %it#rlfil7»M 1 0 0 
^1 *»ftlL^o. 3 2Mtt*U Mtt*ffl*£4\ SiCtot^ 

15 ->7x7- tfiStt*aiJ£L;fco 

PPAR a 7=f-* r-fSteKKLTti, PPARa CWLTf j|(:;Vv7x 

9 — tfae^-o<g^«r jgttft-c £ Hummus** >r * v > (Eur. j. 

Biochem, 23J, 242 (1996) ; Genes & Development, Ifi, 974 (1996)#M) 1 0 M 

mm<0)V ->7i7 --tfffitt* i.o£ L7tt § o#$&9Hk&4fco.3/* M^finB#offi 

20 WflStt*^2 ltw^Lfco 

PPAR77^ hiSttKHLTIi, PPAR 7 \ZfiLX^\Z)Wyy x 

JSWfc&tt l>n^'jr/> (Cell, 82, 863 (1995), Endocrinology., 12Z, 4189 
(1996)£ ± If]. Med. Chem., 22, 665 (1996)#$) 1 0 // WfaMW^ v 7i7- 

25 ^flHtti.ot l/c t £<o*%wtt&m.0fi Mmamvmft&im 2 2 izm 

Ltzo 

PPAR d T 3*— X hJ&ttKBLTIi, & v»i&ji©**8SilD L 
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§2 1 


PPARoT^. 










2. 1 


%mm (5) 


0. 8 


^Jfe^J2 (1 1) 


1 3. 2 


mm 2 (i 2) 


j 1. 7 


^2 2 


PPAR 7 7=f: 








Hifefl]2 (1 2) 


1. 4 
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£2 3 
P PARS 7=T-* 





M (fiM) 
0 1.0 10.0 


nmm2 (22) 
mm 2 (93) 


1.0 9.3 6 6.7 
1.0 3 6.1 5 4.7 
1.0 11.9 6 1.6 



^teKKAy/TaV?* (1»7E) * 7 3 5 ~ 4 0 g ) fAil« & 

nm%%$MB (OB) , jflUMK^s i CTjflL^llSK (HJ^'J-te'J K (TG) 
It) KgoX##tt£frfcv\ SB<fc 2 BHn #S^b#&»£0.03% (w/w) 
£-trfll*k t L< tt»*fl3H-^OtO-CflffLfco £0W3 BiO13:00iC$]fiL£ 
frft'v\ jfltfftfiu TGfit£«iJ5£L£o *S££^2 4 Ki^t. fc*, iRMtta 



&2 4 





JflLlM (mg/dl) TGii (mg/dl) 
30 3B 


a y h n — ;w 

HJ&0O2 (12) 
M38.9mg/kg/day (&M) 


495 ± 35 558 ±107 
214±19* 221 ±66* 



* : p<0.01 vs 3 > h n-;u (1#7E) 
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mmmu (ob) ^ookiim^mu wits? o-y^y 

5 -fey K (TG) it) . &MMffi& (NEFA) , ^i/7fn-;i/ (TC) « 
JCfcStWtfcfTfcv*, -©#WH**<NSK:Lfc. IB, 17:00 

& 0.5 % a ;u ** * v * -7- ;u -fc A' n - * (CMC) Tfcjg&KTjgfl? 
«PK#U |W[B#lC^3^7Tn-;l/^ (f-*-*Xy A-ft, CRF-1&* 
flfl-fc5.5%fcf— fyfliu 1.5%3^td-;K 0.5%=r-;i'$£ig£-L£'ktf» 
10 fcttLfc. 

«KIB*61 HB9:00tcS»jR»ifii%tf4v\ «^b^^#moifiL*JIWK 
(TG, NEFA, TC€) *»lj£Lfc 0 *§&ta2 5 K*to *3£lE 
'fk^ttl 0mgX3/k g/dayCMPS-^^ff^o^o ifc, «f?*Ji3> 
hn-^/ff (0.5%CMC?>*&4) ^JJWjMlft^MaJMffl*^**^* 
15 VM4E*^^^^o/Co 



3c2 5 





TCM TGH NEFA-fil 
(mg/dl) (mg/dl) (nEq/l) 


HJfcfll 2(12) 


188±5 147±9 489±66 
70±5" 100±14* 178±14** 



* : p<0.05 vs 3 y \ d (1ST7E) 
** : p<0.01 vs 3 > h n (1p7E) 
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5 [»*] 

£«omHMA. ^lHJflL^x ibMWk^. mMM. ate, 

LDL3^fD-;i/^J:tF/itliVLDL3l/7fn-;K7)iM 

ite>0*Jft*tt<HKPPAR a 7=r*-* bfMJfcitF/SfcttPPARy T=f 

mug, mmmim. nin&x&iu sftmoms zv/ttzufe 
20 7tflE»Mm«#$^ MirFajt Lx%mm<ofem*^m. smile© 

thb<DrtM®ttP P AR 5 7^-7> bftfl|*£LTV*Sfcie>, HDLn^r 
25 n-;u±#^ffl N «t Z®MmitmWW*Z<Ofem, JMftT»^J(ll« 
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mm 

10 i±#£p s*t*„ 

s#4ii, fitt, Rttfe. tmmmmzx vm* 

*A--A*fc»K lBCoi, 1 rag 1000m gOffiH-C, 
1B1B*&»B»P«#3*1**\ Sfctt*A-A*fc»K lBCol, o.l 
mgHlOOmgOHI-e, 1 B 1 B^&ftH»SPS:4 (» * L < li, & 
15 tfcttl B 1M*^2 4l$ra©l6HT#JRrtfc#fiH$c 

t*»%^iBLfcj:d»w, t^M:tt«* orgs?- a -tie 

So 

20 ■*»Wto»*ft#-r*iHc»i, »P«40fc*>*>rtMBJBaU rtfflWJ* 
ftPtt#Ofc*0rtIUiB»*!lK:tt, S£#J> &#J, #y-te;i^k t$#j, 
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7 #^«ot 

mm. mam. iwtsu nmh mm. m.mm*&% 

tz\m<D®Mmmixm*zz.tt>?zz>o 

8*£*, #&&cJ: iJSUffl, 
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8JOg£;£&l±^;i«S#iH& 2,868,691 "f-i3<tra^3,095,355 ^fc#L 
5 <E«$*tTV»*„ 

v>£ 0 

15 

3 -* h^y^ ^i/'OXT^fH K 




20 3 -kKn + v"<>X7;i/ftK (2 0g) , ?nn^f^^f*x-f* 
(25ml) tf*J<< V fc>.xf 5 > (114ml) Of b 7fc K 
075> (300ml) |^l&:tl»Lf;, 

25 Sl^y'JAyMyA^Dvf^?^ - (^-9- > : gfc®^?-;i/= 2 5 : 
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i) -eawu TU®&m*%?z>mm<t&to (2 3g) 

TLC:Rf 0.65 (^+-9- > I gfc$.x?-;u=3 I I)', 

NMR (CDCl 3 ) : S 9.98 (s, 1H), 7.42-7.56 (m, 3H), 7.30 (m, 1H), 5.24 (s, 2H), 
3.50 (s, 3H)o 

3-* Y 




10 

TK^bT^^-^A Vf-^A (690mg) <DTh9KFv77> (60 
ml) fRffi&£##0I 1 TWL&Ltzit&to (3.0g) OrK5fcKn77> 
(4 0ml) ?M£flOx.> £&-C3 0#IBIiS#Lfco R£fi£-»«Kfi»«« 

if^=3 : 1) "CffiSL, TfB»tt«*#+**B*frM& (2.5 g) 
TLCtRf o.39(^+-9-> : B^K^f-^=3 : l); 

NMR (CDC1 3 ) : 8 7.25 (t, J = 7.5 Hz, 1H), 7. 10-6.95 (m, 3H), 5.20 (s, 2H), 4.70 
(d, J = 6 Hz, 2H), 3.50 (s, 3H), 1.75 (t, J » 6 Hz, 1H) 6 

20 

mm 

3-* h^rv^ h^fy^>^7*n5 K 
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##08 2 -C^it L tz (2.48 g)&£U ! hV7x.-)l'*Xy4> (4.64 g ) 
O^-fk^f-W^ (15 0ml) femzm^ittitm (7.34 g) Srinx, ^iS-C3 0 

mmttzo nm^'ajy^-^y^^^v^yy < - 

»f)V=5 : 1) Tfimu TIB^«#t&;iIS4t:^ (4.41 g) m 

TLC : Rf 0.71(^^> :S^^^=2 II); 
10 NMR (CDCI3) : 6 7.25 (t, J = 7.5 Hz, 1H), 7. 10-6.95 (m, 3H), 5.20 (s, 2H), 4.45 

(s, 2H), 3.50 (s, 3H)o 



2- (3-^^">^h^>7x-WfW) gfc& ' ^•f^J^rrt' 

15 



##0O3TjgitL^fc^ (4.41g) > ft^'Jn-;^^ (l.5m I ) , 
m&1j')yj* (2.45g) isi^a^-fb* V>A (2 5 Omg) OT-feh-b 
20 (5 0ml) M&£3B#|l3ML£o £*>i§U *>&£iii&&L 

5 : 1) -cfitiiU TlB^ifi^Wt^^k^ (2.81 g) 
TLC : Rf 0.57(^*-9-> : ft$.xf-;i/=2 II); 

NMR (GDa 3 ) : <S 7.25 (t, J = 7.5 Hz, 1H), 7.05-6.90 (m, 3H), 5.20 (s, 2H), 3.80 
25 (s, 2H), 3.75 (s, 3H), 3.50 (s, 3H), 3.10 (s, 2H) 0 
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2- (3-tKn^y7x-;Mf;i/ft) Bf& • **frx.xf-JU 



HO 




##08 4 t?Sljt Lfcrt^ (2.81 g)<O^yHl/(20ml) jgjfcfc 4 N - 

dimi) max., o»iw«#l/s. asis 

10 ^x^;i/=5 : 1) -CifitSSU TE»tt*«r^rl-a*»k^« (2.16g) 
TLC :Rf 0.45(^*"9-V :ftKxf--«/=2 : l); 

NMR (CDC1 3 ) : 5 7.20 (t, J = 7.5 Hz, 1H), 6.90 (d, J = 7.5 Hz, 1H), 6.85 (d, J = 2 
Hz, 1H), 6.75 (dd, J = 7.5, 2 Hz, 1H), 5.05 (s, 1H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 
15 (s, 2H) 0 



2- (3- (4- (4->f*7xs*) f7 , /-^-2-'fW h*v) 7 

20 
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S-en&L tzit&® (0.30 g) fcigft^f-l^ (1 0ml) Kj£$U 
2-\l Kn*>>>^;l/-4- (4 -^f ;i/7x-;i/) fT7-fl/ (0.34g) £<fc 
tFh 'J 7x^H^7^ > (0.44g) 5rfiDxT, mST5^Patl#L7to 

5 l* -TVv*;i/**-;i/vtf^'j v> (o.56g) SrtjnxT, gia-c 

- (^**t-> : ft^f-;u=i o : l) tiHL, Tm®&m*GtZ*%W 
10 (0.51 g) 

TLC : Rf o.56(^*-9-> : g^^f-;u=3 : l); 

NMR (CDC1 3 ) : 5 7.79 (d, J = 8.2 Hz, 2H), 7.44 (s, 1H), 7.22-7.30 (m, 3H), 
6.91-7.05 (m, 3H), 5.42 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.39 (s, 3H) C 

is mm m =mm (137) 

20 (1) 

6- (3- (4- (4-^f^7xz;v) f. 7 y-;u_ 2 h*y) 7 
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H 3 C 




CH 3 



TLC:Rf 0.75 (^*^ > W&*-+&=2 11)1 

NMR (CDCI3) : 5 7.48-7.66 (2H,m), 7.43 (1H, s), 7.28-7.10 (3H, m), 6.88-6.72 
5 (3H, m), 5.41 (2H, s), 3.66 (3H, s), 2.59 (2H, t, J=8.0Hz), 2.39 (3H, s), 2.30 (2H, t, 
J=7.5Hz), 1.74-1.46 (4H, m), 1.45-1.16 (2H, m)o 

mm (3) 

5- (3- (e7x-;i/-4-^^ h^rv) 7i-;p) • 

10 3-Zf-)l< 



TLC:Rf 0.57(^*-9-V : g^Kx^;l/=4 11)', 
15 NMR (CDCI3) : S 7.30-7.62 (m, 9H), 7.20 (m, 1H), 6.77-6.83 (m, 3H), 5.08 (s, 

2H), 3.64 (s, 3H), 2.60 (t, J = 6.8 Hz, 2H), 2.32 (t, J = 6.8 Hz, 2H), 1.59-1.66 (m, 
4H) 0 

(3) 
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TLC :Rf 0.65(^^-9"> : ^x^;i/=3 II); 

NMR (CDC1 3 ) : S 7.57-7.64 (m, 4H), 7.31-7.53 (m, 5H), 7.22 (m, 1H), 6.78-6.87 
(m, 3H), 5.09 (s, 2H), 3.66 (s, 3H), 2.64 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 7.5 Hz, 2H), 
1.96 (tt, J = 7.5, 7.5 Hz, 2H)„ 

liSfflJ (4) 

4- (3- (4- (4-^f^7x-;i/) <f-7V-)\'-2 -4)V* h**/) 7 




TLC:Rf 0.59 (^#-9- > : g^^f-^=3 : 1); 

NMR (CDCI3) : S 7.79 (d, J = 8.0 Hz, 2H), 7.44 (s, 1H), 7. 18-7.26 (m, 3H), 6.81- 
6.87 (m, 3H), 5.41 (s, 2H), 3.66 (s, 3H), 2.64 (t, J = 7.5 Hz, 2H), 2.39 (s, 3H), 2.33 
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(t, J = 7.5 Hz, 2H), 1.95 (tt, J = 7.5, 7.5 Hz, 2H) 0 

4- (3- (2- (5-^f-;w-2-7x-;i/^^^v-;w-4-^^) 

5 7i-^) ^VK'^fJUXfJl' 




TLC:Rf 0.39 (^**)-> 3 : 1)1 

10 NMR (CDC1 3 ) : 8 7.98 (m, 2H), 7.38-7.46 (m, 3H), 7.17 (m, 1H), 6.72-6.77 (m, 

3H), 4.23 (t, J = 7.0 Hz, 2H), 3.66 (s, 3H), 2.98 (t, J = 7.0 Hz, 2H), 2.60 (t, J = 7.5 
Hz, 2H), 2.38 (s, 3H), 2.32 (t, J = 7.5 Hz, 2H), 1.93 (tt, J = 7.5, 7.5 Hz, 2H)o 

m mi (6) 

15 6- (3- (2- (5 -*f-/u- 2-7x-;i/t^^/-^- A-4)V) xf 




20 TLC : Rf 0.51 (^*"9- > I gj=$x^-;U = 3 : 1); 

NMR (CDCI3) : S 8.04-7.92 (2H,m), 7.50-7.36 (3H, m), 7.16 (1H, t, J=8.0Hz), 
6.80-6.60 (3H, m), 4.23 (2H, t, J=7.0Hz), 3.65 (3H, s), 2.98 (2H, t, J=7.0Hz), 2.56 
(2H, t, J=7.5Hz), 2.38 (3H, s), 2.29 (2H, t, J=7.0Hz), 1.75-1.52 (4H, m), 1.44-1.26 
(2H, m) 0 
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mm (7) 

5- (3- (2- (5 2 -7 x.-frtttV-A'- 4 -4)V) jl h 



TLC-.Rf 0.28 (^+-9- > : ftiif;i/=5 : 1); 

NMR (CDC1 3 ) : 5 8.03-7.94 (2H,m), 7.49-7.36 (3H, m), 7.23-7. 12 (1H, m), 6.78- 
10 6.68 (3H, m), 4.23 (2H, t, J=7.0Hz), 3.65 (3H f s), 2.98 (2H, t, J=7.0Hz), 2.64-2.52 
(2H, m), 2.38 (3H, s), 2.38-2.26 (2H, m), 1.75-1.58 (4H, m) 0 

2- (3- (3- (tT7x-;W-4-^^p« h*v) 7x-)l^) -fxiM^*) 
15 SI^-^W^f;l' 



TLC:Rf 0.73(^^r"9-> : S^^;w=2 : l); 
20 NMR (CDa 3 ) : S 7.57-7.64 (m, 4H), 7.31-7.53 (m, 5H), 7.22 (dd, J = 9.0, 7.6 Hz, 

1H), 6.79-6.86 (m, 3H), 5. 10 (s, 2H), 3.72 (s, 3H), 3.23 (s, 2H), 2.71 (t, J = 7.4 Hz, 

76 
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2H), 2.65 (t, J = 7.4 Hz, 2H), 1.93 (tt, J = 7.4, 7.4 Hz, 2H)o 

2- (3- (3- (4- (4-^f-;W7j:-;W) f7^-2->f^ 




TLC:Rf o.68(^^-9-> : g^S?^f-;v=2 :i); 

10 NMR (CDC1 3 ) : 5 7.79 (d, J = 8.0 Hz, 2H), 7.44 (s, 1H), 7. 18-7.26 (m, 3H), 6.82- 
6.88 (m, 3H), 5.41 (s, 2H), 3.72 (s, 3H), 3.22 (s, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.64 
(t, J = 7.5 Hz, 2H), 2.39 (s, 3H), 1.92 (tt, J = 7.5, 7.5 Hz, 2H) 0 

15 6- (2 - (2- (5-^fA'-2-7x-^W-;i/-4-'f;i') xh 




11 



WO 99/46232 



PCT/JP99/01134 



TLc-.Rf 0.51 (^-fy : §j=$x^;p=5 : l) ; 

NMR (CDa 3 ) : S 7.95-8.00 (m, 2H), 7.40-7.45 (m, 3H), 7.02-7. 17 (m, 2H), 6.81- 
6.89 (m, 2H), 4.25 (t, J = 6.4 Hz, 2H), 3.65 (s, 3H), 2.99 (t, J « 6.4 Hz, 2H), 2.56 (t, 
J = 7. 8 Hz, 2H), 2.38 (s, 3H), 2.26 (t, J = 7.8 Hz, 2H), 1.46-1.76 (m, 4H), 1.22-1.45 
5 (m, 2H) 0 

mm a 1) 

2- (3- (lf7x-/U-4— f fr* h*v) 7x-;MfWt) gfc$ • ^ 




TLC : Rf 0.56 (^4r* > I =3 ; l ) ; 

NMR (CDa 3 ) : S 7.57-7.63 (m, 4H), 7.34-7.52 (m. 5H), 7^24 (dd, J = 8.1, 7.7 Hz, 
15 1H), 6.87-7.00 (m, 3H), 5.10 (s, 2H), 3.80 (s, 2H), 3.71 (s, 3H), 3.07 (s, 2H)» 



liij fi 2) 

2- (3- (2- (S-**)V-2-y ^-)\'**4)rV-)\'-A-4 *) xb 
3f~» 7x-JMfWt) &WL • *T)V3-7.t)\< 
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TLC:Rf 036 I &&x.?-)V=3 . 1) \ 

NMR (CDa 3 ) : S 7.95-8.00 (m, 2H), 7.37-7.44 (m, 3H), 7.20 (dd, J = 8.0, 8.0 Hz, 
1H), 6.87-6.90 (m, 2H), 6.80 (dd, J « 8.0, 2.5 Hz, 1H), 4.24 (t, J = 6.7 Hz, 2H), 3.77 
5 (s, 2H), 3.70 (s, 3H), 3.07 (s, 2H), 2.98 (t, J = 6.7 Hz, 2H), 2.37 (s, 3H) 0 

lit] a 3) 

5- (2- (2- ( 5 -^f-A'- 2 -7x-;^*t/-^- 4 -Jfr) a. h 




TLC:Rf 0.59(^#"9"> : S^f-^=2 II); 

NMR (CDC1 3 ) : 5 8.05-7.95 (m, 2H), 7.45-7.35 (m, 3H), 7.20-7.05 (m, 2H), 6.90- 

15 6.80 (m, 2H), 4.25 (t, J = 6.5 Hz, 2H), 3.65 (s, 3H), 3.00 (t, J = 6.5 Hz, 2H), 2.60 (t, 
J = 7 Hz, 2H), 2.40 (s, 3H), 2.25 (t, J = 7 Hz, 2H), 1.80-1.45 (m, 4H) 0 

6- (2- (4- (4->f^7x-;i/) fry-;i'-2-'f;Mb^y) 7 

20 s\*f*)ry®L- tf-frJ-TsT)^ 
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TLC:Rf 0.55(^^r-9"> : g^^^^=5 : 1); 

NMR (CDCI3) : S 7.79 (d, J = 8.0 Hz, 2H), 7.44 (s, 1H), 7.24 (d, J = 8.0 Hz, 2H), 
5 7. 15-7.22 (m, 2H), 6.91-6.98 (m, 2H), 5.42 (s, 2H), 3.65 (s, 3H), 2.73 (t, J « 7.6 Hz, 
2H), 2.39 (s, 3H), 2.32 (t, J = 7.4 Hz, 2H), 1.61-1.77 (m, 4H), 1.38-1.50 (m, 2H) 0 

mm (15) 

2 - (3 - (3 - (2 - (5-^f^-2-7x-^W-;i'-4-'f;i') 
10 x^y) 7i-;U) ^DlfA/f-*) fti?-^f-;l/XXT^ 




TLC:Rf 0.29(^^r-9-> I fj=$x^;i/=4 II); 
15 NMR (CDCI3) : S 7.95-8.00 (m, 2H), 7.40-7.46 (m, 3H), 7. 17 (dd, J = 8.1, 8.1 Hz, 
1H), 6.72-6.77 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 3.71 (s, 3H), 3.22 (s, 2H), 2.98 (t, J 
= 6.8 Hz, 2H), 2.67 (t, J = 6.8 Hz, 2H), 2.63 (t, J = 6.8 Hz, 2H), 2.38 (s, 3H), 1.90 (tt, 
J = 6.8, 6.8 Hz, 2H) 0 

20 mm (i6) 

2- (3- (2- (f7x^l/-4-'f^) X |>*v) 7 x.~)V*3-)V1-*) 
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TLC:Rf 0.48 (^*"9-> : ftS?xf-;l/ = 3 : 1)1 

NMR (CDa 3 ) : 8 7.53-7.61 (m, 4H), 7.30-7.47 (m, 5H), 7.22 (dd, J = 8.2, 8.2 Hz, 
1H), 6.78-6.92 (m, 3H), 4.21 (t, J = 7.0Hz, 2H), 3.79 (s, 2H), 3.71 (s, 3H), 3.14 (t, J 
= 7.0 Hz, 2H), 3.09 (s, 2H) 0 

mm M 7) 

2- (4-^dd-3- (2- (5 2 - 7x-;i/t*tV-;i/-4 



TLC : Elf 0.41 (^^r-9-> : ^xf-;l/= 2 ! 1) ; 

NMR (CDC1 3 ) : 8 8.00 (m, 2H), 7.50-7.35 (m. 3H), 7.27 (d, J = 8.0 Hz, 1H), 6.94 
(d, J = 2.0 Hz, 1H), 6.83 (dd, J = 8.0, 2.0 Hz, 1H), 4.30 (t, J = 6.5 Hz, 2H), 3.75 (s, 
2H), 3.71 (s, 3H), 3.05 (s, 2H), 3.05 (t, J = 6.5 Hz, 2H), 2.42 (s, 3H) 0 

mm (13) 

2- (4-^nn-3- (4- (4->f^7x^) f77-^-2-^^ 




CH 3 
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H 3 C 




1LC:Rf o.6i(^*^> :Sfc®x^;i,= 2 : l); 

5 NMR (CDC1 3 ) : d 7.78 (d, J = 8.0 Hz, 2H), 7.45 (s. 1H), 7.34 (d, J = 8.0 Hz, 1H), 

7.23 (d, J = 8.0 Hz, 2H), 7.11 (d, J = 2.0 Hz, 1H), 6.93 (dd, J = 8.0, 2.0 Hz, 1H), 
5.49 (s, 2H), 3.77 (s, 2H), 3.69 (s, 3H), 3.01 (s, 2H), 2.38 (s, 3H) 0 

10 2- (3- (tT7 x-=.*-4 -- f JU* h*v) -4 -^DD7x-;l/^f ;i/f 




15 TLC : Rf 0.62 C^** > I SKxfjl/= 2 : 1 ) ; 

NMR (CDa 3 ) : £ 7.70-7.35 (m, 5H), 7.58 (d, J = 8.0 Hz, 2H), 7.43 (d, J = 8.0 Hz, 
2H), 7.33 (d, J = 8.0 Hz, 1H), 7.03 (d, J = 2.0 Hz, 1H), 6.88 (dd, J = 8.0, 2.0 Hz, 
1H), 5.22 (s, 2H), 3.77 (s, 2H), 3.70 (s, 3H), 3.00 (s, 2H) 0 
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mmi (2 0) 

2- (3- ( (2E) -3- (e7x-^-4-^^) yn^;i/t^rV) 7 



5 




TLC:Rf 0.63(^^r-9-> I 8»^^ = 3 II); 

NMR (CDC1 3 ) : 8 7.53-7.63 (m, 4H), 7.15-7.50 (m, 6H), 6.74-6.93 (m, 4H), 6.45 
(dt, J = 16.2, 5.7 Hz, 1H), 4.73 (dd, J = 5.7, 1.4 Hz, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 
10 3.09 (s, 2H) 0 

(2 1) 

2- (3- (3 - (kf7x-;i/-4->f^) 7n#*-» y^-fr* 




TLC:Rf 0.66(^^r-9-> : ffiKxfjl/=4 : 1); 

NMR (CDa 3 ) : S 7.19-7.61 (m, 10H), 6.79-6.92 (m, 3H), 4.00 (t, J = 6.2 Hz, 2H), 
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3.80 (s, 2H), 3.72 (s, 3H), 3.10 (s, 2H), 2.86 (t, J = 7.7 Hz, 2H), 2.14 (m, 2H) 0 
IfljJ (2 2) 

2- (3- (2- (5-^f"^-2-7jc^;l/t^r-9-V r -;l'-4-'f;i/) -X. h 
5 ^y) 7x-^)S0'>f^f^ 




tlc : Rf 0.50 (^+-9- > : gfcg£x^u= 2 : l); 

10 NMR (CDC1 3 ) : 8 8.00-7.95 (m, 2H), 7.50-7.35 (m, 3H), 7.20 (m, 1H), 6.90-6.75 
(m, 3H), 4.25 (t, J = 7Hz, 2H), 3.70 (s, 3H), 3.60 (s, 2H), 3.00 (t, J = 7Hz, 2H), 2.40 
(3H, S)a 

15 2- (3- (e7x-;i/-4-fJM h^y) *J>- 5 -4 




20 TLC:Rf 0.22 (8fcg£xf-;H ^\^y = 1 : 2) ; 

NMR (CDCI3) : 5 8.32 (d, J = 3.0 Hz, 1H), 8.18 (d, J = 2.0 Hz, 1H), 7.70-7.30 (m, 
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10H), 5.16 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.06 (s, 2H) C 
mm (2 4) 

2- (3- (4* -7'ne;Utf7x^;U-4-^;i/^ h*v) 7x-Wf)b 
5 f-:*) Bf&- ^f-ZUx^f-A/ 




TLC:Rf 0.65(^^r-9-> : S^x-^;i/=3 : 1); 
10 NMR(CDC1 3 ): S 7.60 (d, J = 8.4 Hz, 2H), 7.51 (d, J = 8.2 Hz, 2H), 7.49 (d, J = 

8.4 Hz, 2H), 7.25 (d, J = 8.2 Hz, 2H), 7.24 (dd, J= 7.7, 7.7 Hz, 1H), 6.87-7.00 (m, 
3H), 5. 10 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.63 (t, J = 7.4 Hz, 2H), 
1.68 (tq, J = 7.4, 7.4 Hz, 2H), 0.98 (t, J=7.4 Hz, 3H)o 

15 m mi (25) 

2- (3- (4- (fc?V v>-4-W ;U) 7x-Wl>^» 7i-;Mf)P 
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TLC:Rf 0.50 (gf=$J^;U) ; 

NMR (CDCI3) : S 8.67 (d, J = 4.5 Hz, 1H), 8.66 (d, J = 4.5 Hz, 1H), 7.67 (d, J = 
8.6 Hz, 2H), 7.50-7.58 (m, 4H), 7.26 (dd, J - 8.0, 8.0 Hz, 1H), 6.80-7.01 (m, 3H), 
5 5.13 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H) C 

mm (2 6) 

2- (3- (4- (t? *) 9 Jv-Z-<<&) 7x-;i/n+y) y^-)U^^-)U 



TLC : Rf 0.77 (^+-9- > : ftKif-A'= 1 '. 9) 

NMR (CDC1 3 ) : S 8.86 (d, J - 2.4 Hz, 1H), 8.60 (dd, J = 5.0, 1.6 Hz, 1H), 7.89 
15 (ddd, J = 8.0, 2.4, 1.6 Hz, 1H), 7.62 (d, J = 8.2 Hz, 2H), 7.55 (d, J = 8.2 Hz, 2H), 
7.38 (dd, J = 8.0, 5.0Hz, 1H), 7.26 (dd, J = 8.0, 8.0 Hz, 1H), 6.87-7.01 (m, 3H), 
5.13 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H) 0 

mm (2 7) 

20 2- (3- (4- (1, z- : i/***y4yy>-5-4)\') 7i-wFti/) 

7 3L-)VH-)\s1-*) gfc$ • t-^iVJ-^T-fr 



10 
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TLC:Rf 0.48 C^*^ : gfc&x-^;W=3 : 1); 

NMR (CDC1 3 ) : S 7.54 (d, J = 8.4 Hz, 2H), 7.47 (d, J = 8.4 Hz, 2H), 7.25 (dd, J = 
5 7.9, 7.9 Hz, 1H), 6.86-7.08 (m, 6H), 6.00 (s, 2H), 5.09 (s, 2H), 3.81 (s, 2H), 3.72 (s, 
3H), 3.08 (s, 2H) 0 

Wmi (2 8) 

2- (3- (4- WJy-2-4*') 7x^JMf^ 
10 Tt) Wp& • ^f;i^x^f^ 




TLC:Rf 0.47(^*"9-> I gfcg£x^;i/= 2 : 1); 
15 NMR (CDC13) : S 8.70 (d, J = 4.6 Hz, 1H), 8.01 (d, J = 8.6 Hz, 2H), 7.74-7.77 (m, 
3H), 7.54 (d, J = 8.6 Hz, 2H), 7.24 (m, 1H), 6.75-7.00 (m, 3H), 5. 13 (s, 2H), 3.80 (s, 
2H), 3.72 (s, 3H), 3.08 (s, 2H) Q 

m m (2 9) 
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2- (5- (tf7x^;i/-4--f;w^ -2--Fd7x-^W 




TLC : Rf o.38(^^-9-> : »^;^=4 : i); 

NMR (CDC1 3 ) : 5 8. 14 (d, J = 9.0 Hz, 1H), 7.57-7.65 (m, 4H), 7.45-7.52 (m, 3H), 

7.36-7.45 (m, 2H), 7.08 (d, J = 2.8 Hz, 1H), 6.97 (dd, J =9.0, 2.8 Hz, 1H), 5.22 (s, 
2H), 4.22 (s, 2H), 3.71 (s, 3H), 3.07 (s, 2H) 0 

m» m I (3 0) 

2- (3- (e7x-;l/-4-^Mh+y) -4-- hn7i-;Mf 



15 




TLC:Rf 0.34Cv^r-9-> : fttif;i/=4 II); 

NMR (CDCI3) : S 7.85 (d, J = 5.5 Hz, 1H), 7.53-7.63 (m, 6H), 7.42-7.48 (m, 2H), 
7.33-7.38 (m, 1H), 7.20 (d, J = 1.0 Hz, 1H), 7.01 (dd, J =5.5, 1.0 Hz, 1H), 5.31 (s, 
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2H), 3.83 (s, 2H), 3.71 (s, 3H), 3.00 (s, 2H) 0 

2- (3- (4- (1, Z-y***MVtr>-A-4)\') 7i-)M h^y) 
5 7x-;v^f;i/fi) gfcg£ • ^f^f^ 



1LC:Rf 0.52 (^+"9- > I gf=$X^;U=3 ! 1)1 
10 NMR(CDC1 3 ): 5 7.74 (d, J = 8.4 Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 7.24 (dd, J = 
7.8, 7.8 Hz, 1H), 6.80-7.09 (m, 6H), 6.02 (s, 2H), 5.11 (s, 2H), 3.80 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H) 0 

m m (3 2) 

15 2- (3- (2-7x-W , /-A'-4-'fW h + v) 7i-JMfW 



20 TLC:Rf 0.38 (-^^"fl* > W&L^-^f'^— 4 II); 

NMR (CDC1 3 ) : <J 7.92-7.99 (m, 2H), 7.43-7.48 (m, 3H), 7.32 (t, J = 1.0 Hz, 1H), 
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7.26 (dd J =7.9, 7.9 Hz, 1H), 6.90-7.04 (m, 3H), 5.27 (d, J = 1.0 Hz, 2H), 3.81 (s, 
2H), 3.72 (s, 3H), 3.09 (s, 2H) 0 

(3 3) 

5 2- (3- (2- (5-^^-2- (4-*?->l'7i-fl') **-^V-;u- 




10 TLC:Rf 0.81 : ft^i^^= 1 : 1) ; 

NMR (CDC1 3 ) : 8 7.86 (d, J = 8.2 Hz, 2H), 7.25-7. 16 (m, 3H), 6.90-6.76 (m, 3H), 

4.24 (t, J = 6.7 Hz, 2H), 3.78 (s, 2H), 3.71 (s„ 3H), 3.08 (s, 2H), 2.97 (t, J - 6.7 Hz, 
2H), 2.39 (s, 3H), 2.37 (s, 3H) Q 

15 mmm (34) 

2- (3- (2- (2-7x-W/-^-4-'f/l/) xh^y) 




20 

TLC : Rf 0.39 (f^tt > gfc®^f-;l/ = 4 I 1 ) J 

NMR (CDCI3) : 8 7.92-7.96 (m, 2H), 7.41-7.46 (m, 3H), 7.23 (dd, J = 8.4, 8.4 Hz, 
1H), 7.07 (s, 1H), 6.81-6.93 (m, 3H), 4.37 (t, J = 6.6 Hz, 2H), 3.79 (s, 2H), 3.71 (s, 
3H), 3.31 (t, J = 6.6 Hz, 2H), 3.09 (s, 2H) C 
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m m (35) 

2- (3- (2- (5 2 - (4-h'J7^a>Wx-fl/) * 
5 )V 




TLC:Rf 0.22 C^"^ I gt=$Jcf-;i,= 2 II); 
10 NMR(CDa 3 ): d 8.09 (d, J = 7.6 Hz, 2H), 7.69 (d, J = 7.6 Hz, 2H), 7.19 (m, 1H), 
6.89 (m, 2H), 6.8 (d, J = 7.2 Hz, 1H), 4.25 ( t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 
3H), 3.09 (s, 2H), 2.99 (t, J = 6.5 Hz, 2H), 2.41 (s, 3H) 0 

mmmi (3 6) 

15 2- (3- (2- (2 -7x-;i/**-9-V-A/-4->f AO ^h^rv) 7x- 

20 TLC :Rf 0.40 > \ ftKxf^= 3 I l)J 

NMR(CDa 3 ): 5 8.00-8.05 (m, 2H), 7.58 (s, lH), 7.41-7.46 (m, 3H), 7.23 (dd, J 
- 8.0, 8.0 Hz, lH), 6.81-6.93 (m, 3H), 4.29 (t, J = 6.5 Hz, 2H), 3.79 (s, 2H), 3.72 (s, 
3H), 3.09 (t, J = 6.5 Hz, 2H), 3.09 (s, 2H) 0 
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mm (3 7) 

2- (3- (2- (5 - (4 -7)Vtuy f^q-V-fr 



5 




TLC : Rf 0.62 (^^r^> I SSfif-^= 1 I 1)1 

NMR (CDC1 3 ) : 5 7.96 (m, 2H), 7.06-7.24 (m, 3H), 6.91-6.74 (m, 3H), 4.23 (t, J = 
6.6 Hz, 2H), 3.77 (s, 2H), 3.71 (s, 3H), 3.08 (s, 2H) f 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 
10 3H) 0 

(3 8) 

2- (3- (2- (5-/^^-2- (1, 3 -v**-^ >y>-5-4 )l<) 
15 TJU 




TLC : Rf 0.84(^+"9-> : ftKif^= 1 II); 
20 NMR (CDCI3) : $ 7.52 (dd, J = 8.0, 1.4 Hz, 1H), 7.43 (d, J = 1.4 Hz, 1H), 7.19 (d, 

J = 8.0 Hz, 1H), 6.91-6.77 (m, 4H), 6.01 (s, 2H), 4.23 (t, J = 6.7 Hz, 2H), 3.78 (s, 
2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.95 (t, J = 6.7Hz, 2H), 2.35 (s, 3H) C 

92 



WO 99/46232 



PCT/JP99/01134 



mm (3 9) 

5- (3- (3- (5-^fJl/-2-7x-;^*t7-^-4-'f;i') ~fu 



5 




TLC:Rf 0.64(^*^> : gj^x-f ;U=2 ! 1); 

NMR (CDC1 3 ) : 8 8.00-7.95 (m, 2H), 7.50-7.35 (m, 3H), 7.20 (dd, J = 8, 7.5 Hz, 
1H), 6.80-6.70 (m, 3H), 4.00 (t, J = 6 Hz, 2H), 3.65 (s, 3H), 2.70 (t, J = 6 Hz, 2H), 
10 2.60 (m, 2H), 2.35 (m, 2H), 2.30 (s, 3H), 2.15 (m, 2H), 1.70-1.50 (m, 4H)„ 

^fiftglll UP) 

2- (3- (2- {5 2 - (4-^nn7x-M **4y*f-)V- 




TLC:Rf 0.83 (^^-9- > : S^f^=2 : 1); 

NMR (CDCI3) : S 7.93 (d, J = 8.8 Hz, 2H), 7.38 (d, J = 8.8 Hz, 2H), 7.27 (t, J = 
20 7.9 Hz, 1H), 7.06 (m, 1H), 6.92 (d, J = 8.0 Hz, 1H), 6.82 (d, J = 8.0 Hz, 1H), 4.27 (t, 
J = 7.8 Hz, 2H), 3.88 (s, 2H), 3.70 (s, 3H), 3. 15 (s, 2H), 2.97 (t, J = 7.8 Hz, 2H), 
2.39 (s, 3H) 0 
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lit] LUJ 

2- (3- (5-^f^-2-7x-WH > /-)l'-4-'f;MF + y) 7 




TLC:Rf 0.56(^*V> I ft^f-^= 2 I 1) ; 

NMR (CDa 3 ) : £ 8.05-8.00 (m, 2H), 7.50-7.40 (m, 3H), 7.25 (dd, J = 8, 8 Hz, 
10 1H), 7.05-6.90 (m, 3H), 5.00 (s, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s, 2H), 2.50 (s, 
3H) 0 

2- (3- (3- (5-^f^-2-7x-;i/t^t 1 /-Jl'-4-'{;i/) 7"o 
15 ***v) 7x-;MWt) ^^f^X7f^ 




TLC:Rf 0.53C\^r-9-> : ft^^^=2 II); 
20 NMR (CDd 3 ) : S 8.00-7.95 (m, 2H), 7.50-7.40 (m, 3H), 7.25 (dd, J = 7.5, 7.5 Hz, 

1H), 6.95-6.75 (m, 3H), 4.00 (t, J = 6 Hz, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s, 
2H), 2.70 (t, J = 7 Hz, 2H), 2.30 (s, 3H), 2.15 (m, 2H) 0 
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fE ttfll (4 3) 

2- (3- (2- (5->fJV-2-7x-;i/t^t/-^-4-'f;i') 




TLC : Rf 0.48 (^Ws I St^^f-^ 3 : 1); 

NMR (CDa 3 ) : 5 7.97-8.02 (m, 2H), 7.41-7.46 (m, 3H), 7.22 (dd, J = 8.0, 8.0 Hz, 

10 1H), 6.76-6.81 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 3.64 (s, 3H), 2.99 (t, J = 6.5 Hz, 
2H), 2.38 (s, 3H), 1.55 (S, 6H) 0 

mmmi (4 4) 

2- (3- (2- (5-^f-^-2- (2->f;i/7i-;v) 




TLC : Rf 0.70 (^^-9- > : ||xf^=2 : 1); 
20 NMR (CDC1 3 ) : 5 7.91 (m, 1H), 7.25-7. 15 (m, 4H), 6.90-6.77 (m, 3H), 4.25 (t, J = 

6.7 Hz, 2H), 3.77 (s, 2H), 3.68 (s, 3H), 3.06 (s, 2H), 2.98 (t, J = 6.7 Hz, 2H), 2.65 (s, 
3H), 2.36 (s, 3H) 0 
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(4 5) 

2- (3- (2- (5 2- (3-^f^7xz^) 

5 




TLC:Rf o.64(^\^r"9-> : B^^f-;u=2 : l); 

NMR (CDC1 3 ) : d 7.81 (s, 1H), 7.76 (d, J = 8.0 Hz, 1H), 7.32-7.14 (m, 3H), 6.89- 
10 6.76 (m, 3H), 4.23 (t, J = 6.6 Hz,2H), 3.75 (s, 2H), 3.67 (s, 3H), 3.06 (s, 2H), 2.96 (t, 
J = 6.6 Hz, 2H), 2.37 (s, 3H), 2.35 (s, 3H) C 

mm Ufi) 

2- (3- (2- (5-^^)1-2- (4-* UrS^^x*) 4r*W-A' 




TLC:Rf 0.43 (^*^> I ftSxf^=3 II); 
20 NMR (CDCI3) : S 7.92 (d, J = 9.0 Hz, 2H), 7.21 (dd, J = 8.1, 8.1 Hz, 1H), 6.94 (d, 
J = 9.0 Hz, 2H), 6.88-6.98 (m, 2H), 6.81 (m, 1H), 4.24 (t, J = 6.7 Hz, 2H), 3.85 (s, 
3H), 3.78 (s, 2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.7 Hz, 2H), 2.36 (s, 3H) 0 

96 
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m nrni (47) 

2- (3- (2- (5 2- (4--ho7x-;i/) 



5 




TLC:Rf 032(^**)-> I gfcg&i.^ ;i/= 3 : l); 

NMR (CDCI3) : 5 8.30 (d, J = 9.0 Hz, 2H), 8. 14 (d, J - 9.0 Hz, 2H), 7.22 (dd, J = 

8.0, 8.0 Hz, 1H), 6.77-6.91 (m, 3H), 4.26 (t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 
10 3H), 3.09 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.43 (s, 3H) G 

m m (4 8) 

2- (3- (2- (5-P»f-;W-2-7x-;i/^4r^y , -;i/-4-^;l/) x. V 



TLC:Rf 0.45 : ftSxf^/=3 ! 1); 

NMR (CDC1 3 ) : 5 7.96-8.00 (m, 2H), 7.40-7.46 (m, 3H), 6.91 (m, 1H), 6.77-6.81 
20 (m, 2H), 4.23 (t, J = 6.6 Hz, 2H), 3.73 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 
6.6 Hz, 2H), 2.38 (s, 3H) C 

mm (4 9) 
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2- (3- (2- (5-^^-2 -7jl-***W-*'-4-'(A') J-h 




TLC : Rf 0.48(^*^> :ft^i^;u=5 : l); 

NMR (CDC1 3 ) : 5 8.00-7.95 (m, 2H), 7.46-7.39 (m, 3H), 7.07 (t, J = 7.9 Hz, 1H), 

6.85-6.77 (m, 2H), 4.24 (t, J = 6.5 Hz, 2H), 3.83 (s, 2H), 3.73 (s, 3H), 3.11 (s, 2H), 
3.00 (t, J = 6.5 Hz, 2H), 2.38 (s, 3H), 2.21 (s, 3H) 0 

lift] (5 0) 

2- (1- (3- (2- (5-^f^-2-7x-;^^ty-;i/- 4 --f ;u) 
xh^fy) 7i-;p) xfJi'ft) Bfcgl • ^f-;ua.7.r^ 




TLC :Rf 0.68 (^^-9" > I »8xf*=4 ! 1); 

NMR (CDCI3) : S 8.00-7.95 (m, 2H), 7.46-7.39 (m, 3H), 7.21 (t, J » 8.2 Hz, 1H), 
6.94-6.89 (m, 2H), 6.82-6.76 (m, 1H), 4.25 (t, J = 6.7 Hz, 2H), 4. 10 (q, J = 7.2 Hz, 
1H), 3.67 (s, 3H), 3.02 (s, 2H), 2.98 (t, J =6.7 Hz, 2H), 2.39 (s, 3H), 1.55 (d, J = 
7.2 Hz, 3H) 0 
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2- (3- (2- (5 2-7i-J^H7-;i'- A-<ifr) -1 
->f;i/Xf^y) 7i-)Mfil/ft) ftK-^f^f^ 



5 




TLC:Rf0.72(^^r^> I ^J.f-;U=2 : 1 )o 

$W1 (5 2) 

10 2- (3- (2- (5 - b 'J 7;U^-n^f-;i/-2 -7jc^;1/^-^-9-V-;u-4 




15 TLC : Rf 0.37 (^-9" > \ 4 : 1 ) ; 

NMR(CDC1 3 ) : $ 8.10-8.00 (m., 2H), 7.55-7.41 (m., 3H), 7.21 (dd, J = 8.0, 8.0 

Hz, 1H), 6.94-6.75 (m, 3H), 4.31 (t, J = 6.5 Hz, 2H), 3.77 (s, 2H), 3.71 (s, 3H), 
3.25-3.14 (m, 2H), 3.08 (s, 2H) 0 

20 msm L5_aj 

2- (3- (2- (5->f^-2-7x-WW-^-4-^V) 7*D 
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CH 3 



TLC:Rf 0.54 (^+-9- > : ft^xf;i/=3 : 1); 

NMR (CDa 3 ) : S 8.00-7.94 (m, 2H), 7.44-7.37 (m, 3H), 7.29 (t, J « 8.2 Hz, 1H), 
5 6.89-6.86 (m, 2H), 6.79 (dd, J = 8.4, 2.0 Hz, 1H), 4.17-4.03 (m, 2H), 3.77 (s, 2H), 
3.71 (s, 3H), 3.26-3.15 (m, 1H), 3.08 (s, 2H), 2.37 (s, 3H), 1.41 (d, J = 6.8 Hz, 3H) e 

iitl (5 4) 

2- (3- (2- (5-^f^-2-7x-;Vt^tV-;i/-4-'f^) i h 
10 7x-Wf-4/ft) -furtyfe ■ x.T-frj^A-ffr 



TLC:Rf 0.75 (^**)-> I gf-$?x^;i/= 7 : 1); 
15 NMR (CDC1 3 ) : 8 8.00-7.94 (m, 2H), 7.46-7.38 (m, 3H), 7.20 (t, J = 8.2 Hz, 1H), 
6.90 (m, 2H), 6.82-6.75 (m, 1H), 4.24 (t, J =6.8 Hz, 2H), 4.17 (q, J = 7.2 Hz, 2H), 
3.82 (d, J = 13.4 Hz, 1H), 3.74 (d, J = 13.4 Hz, 1H), 3.28 (q, J = 7.0 Hz, 1H), 2.98 (t, 
J = 6.8 Hz, 2H), 2.38 (s, 3H), 1.38 (d, J = 7.0 Hz, 3H), 1.28 (t, J = 7.2 Hz , 3H) Q 

20 mm (55) 

2- (3- (2- (5 2- (4-xfJl/7xzjl/) yj-^y-ju- 




CH 3 
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TLC : Rf OSI (BRSt*-** I ^*-f>= 1 I 2)\ 
5 NMR (CDC1 3 ) : S 7.88 (d, J = 8.0 Hz, 2H), 7.25 (d, J = 8.0 Hz, 2H), 7.21 (dd, J = 
8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.97 (t, J = 6.5 Hz, 2H), 2.68 (q, J = 7.5 Hz, 2H), 2.37 (s, 3H), 
1.25 (t, J = 7.5 Hz, 3H) 0 

10 mmm\ (5 6) 

2- (3- (2- (5 -^f-;U-2 - (2, 2-^7Wn-l, z-V^^r 




15 F 

TLC : Rf 0.59 : s\**)->= 1 12); 

NMR (CDCI3) : S 7.75 (dd, J = 8.0, 1.0 Hz, 1H), 7.69 (d, J = 1.0 Hz, 1H), 7.21 
(dd, J = 8.0, 8.0 Hz, 1H), 7. 10 (d, J = 8.0 Hz, 1H), 6.89 (d, J = 8.0 Hz, 1H), 6.88 (s, 
20 1H), 6.80 (d, J = 8.0 Hz, 1H), 4.23 (t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 
3.09 (s, 2H), 2.96 (t, J = 6.5 Hz, 2H), 2.38 (s, 3H) Q 
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mm (57) 

2- (3- (2- (5 ->f-^-2 - (4 -7'otT;i/7x-;i/) ttf/-* 
-4-4)1,) xh*v) 7jc^;l^f-;i/^*) ^f^iXf^ 



5 




TLC : Rf 0.63(g^K^^;H ^+"9->= 1 : 2); 

NMR (CDC1 3 ) : S 7.88 (d, J = 8.5 Hz, 2H), 7.23 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 
8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J = 7.0 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
10 3H), 3.08 (s, 2H), 2.97 (t, J = 7.0 Hz, 2H), 2.62 (t, J = 7.5 Hz, 2H), 2.37 (s, 3H), 
1.65 (m, 2H), 0.94 (t, J = 7.5 Hz, 3H) 0 

2- (3- (2- (5-*f-*-2- (4 -4 V7"DH>7 
15 -/U-4->f/l/) iKv) 7 jL-)V^^-)U^t) Wffii • ^f;i/x^f;|/ 




TLC:Rf 0.60(ft^if-;H ^^-9"^= 1 : 2)\ 
20 NMR(CDCl3): 5 7.89 (d, J = 8.5 Hz, 2H), 7.28 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 
8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J =6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.97 (t, J = 6.5 Hz, 2H), 2.94 (m, 1H), 2.37 (s, 3H), 1.26 (d, J = 
7.0 Hz, 6H) 0 
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SJft Wl (5 9) 

2- (3- (2- (5-*+fr-2 -7x-WV-;l/-4-'f to) 




ilc : Rf 0.54 > : ft^^;w= 3 : 1 ) ; 

NMR (CDC1 3 ) : 5 7.89-7.83 (m, 2H), 7.45-7.36 (m, 3H), 7.21 (t, J = 8.0 Hz, 1H), 

10 6.91-6.77 (m, 3H), 4.33 (t, J = 6.8 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3. 19 (t, J = 
6.8 Hz, 2H), 3.08 (s, 2H), 2.47 (s, 3H) 0 

mm (60) 

2- (3- (2- (5 -^f-^-2 - (4-7*f^7x-^) **W-)\<- 




H 3 C 

TLC:Rf 0.59 (^^"9- > I gfcB£o^;U= 2 .: 1); 
20 NMR (CDCI3) : 5 7.90 (d, J = 7 Hz, 2H), 7.25-7.15 (m, 3H), 6.90-6.75 (m, 3H), 
4.25 (t, J = 6.5 Hz, 2H), 3.75 (s, 2H), 3.70 (s, 3H), 3. 10 (s, 2H), 3.00 (t, J = 6.5 Hz. 
2H), 2.65 (t, J = 7.5 Hz, 2H), 2.40 (s, 3H), 1.60 (m. 2H), 1.35 (m, 2H), 0.95 (t, J = 7 
Hz, 3H) 0 
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2- (3- (2- (5-xf^-2-7x-;vtH/-;i'-4-^^ xh 




TLC.Rf 0.27 : ftRx^=3 : l); 

NMR (CDQ 3 ) : 5 7.96-8.01 (m, 2H), 7.40-7.48 (m, 3H). 7.21 (dd, J = 8.0, 8.0 Hz, 
10 1H), 6.87-6.90 (m, 2H), 6.79 (m, 1H), 4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.99 (t, J = 6.6 Hz, 2H), 2.75 (q, J = 7.6 Hz, 2H), 1.31 (t, J = 7.6 
Hz, 3H)„ 

mm (6 2) 

15 2- (3- (2- (5 -*^JU-2 - (2, 3, 5, 6-f h57^o-4 
F F 

20 

TLC:Rf 0.45C\4r"9-> I &&x.J-)V=4 II); 

NMR (CDC1 3 ) : 8 7.21 (dd, J = 8.0, 8.0 Hz, 1H), 6.94-6.75 (m, 3H), 4.25 (t, J = 
6.4 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 3.03 (t, J = 6.4 Hz, 2H), 2.42 (s, 
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3H), 2.36-2.30 (m, 3H) C 
mm (6 3) 

2- (3- (2- (5 (4-^>f-;W7x-;U) 




TLC.Rf o.66(^^r-9-> : ft^f-;u=2 : l) ; 

10 NMR (CDC1 3 ) : * 7.90 (d, J = 8 Hz, 2H), 7.25-7.20 (m, 3H), 6.95-6.75 (m, 3H), 
4.25 (t, J = 6.5Hz, 2H), 3.80 (s, 2H), 3.70(s, 3H), 3.10 (s, 2H), 3.00(t, J = 6.5 Hz, 
2H), 2.65 (t, J = 7.5 Hz, 2H), 2.40 (s, 3H), 1.60 (m, 2H), 1.40-1.25 (m, 4H), 0.90 (t, ! 
J = 6.5 Hz, 3H) 0 

15 mmn (6 4) 

2- (3- (2- (5->f-;i'-2- (3-^nn-4-^fJl/7xx;i/) * 
^•9-V-;i/-4--f A/) xf^y) 7x-;MWi) • ^;u.x*f- 
)V 




TLC : Rf 0.47 I ^f^=3 : 1); 

NMR (CDQ 3 ) : S 7.96 (d, J = 1.8 Hz, 1H), 7.75 (dd, J = 7.8, 1.8 Hz, 1H), 7.28 (d, 
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J = 7.8 Hz, 1H), 7.21 (dd, J = 8.0, 8.0 Hz, 1H), 6.88-6.91 (m, 2H), 6.79 (m, 1H), 
4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.6 Hz, 
2H), 2.41 (s, 3H), 2.38 (s, 3H) 0 

2- (3- (2- (5-^^^-2-^^D^^i/;U^-4r^y-;W-4-'f;W) 



TLC.Rf 0.65 I )U = 2 : 1); 

NMR (CDCI3) : 5 7.20 (m, 1H), 6.95-6.70 (m, 3H), 4. 15 (t, J = 7.5 Hz, 2H), 3.80 

(s, 2H), 3.75 (s, 3H), 3.15 (s, 2H), 2.90 (t, J = 7.5 Hz, 2H), 2.70 (m, 1H), 2.25 (s, 
3H), 2.10-1.20 (m, 10H) o 

IMi (6 6) 

2- (3- (2- (5-^f-^-2- (4- 7i-)P) 




H 3 C 




KJ o 



CH 3 



TLC : Rf 0.58(^*-*> I gf=$.x^>l,= 2 I 1); 
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NMR (CDCI3) : S 7.90 (d, J = 8 Hz, 2H), 7.25-7.20 (m, 3H), 6.90-6.75 (m, 3H), 
4.25 (t, J = 7 Hz, 2H), 3.80 (s, 2H), 3.70 (s, 3H), 3. 10 (s, 2H), 2.95 (t, J = 7 Hz, 2H), 
2.50 (d, J = 8 Hz, 2H), 2.40 (s, 3H), 1.90 (m, 1H), 0.90 (d, J = 7 Hz, 6H) e 

(6 7) 

2- (3- (2- (5 2 - (4-t -W7i-^) 




-nxiRf o.50(^*-9-> : Slfxf;i/=2 : l) ; 

NMR (CDCI3) : <J 7.90 (d, J = 8 Hz, 2H), 7.45 (d, J = 8 Hz, 2H), 7.20 (dd, J = 8, 8 
Hz, 1H), 6.90-6.75 (m, 3H), 4.25 (t, J = 7 Hz, 2H), 3.80 (s, 2H), 3.70 (s, 3H), 3.10 (s, 
2H), 3.00 (t, J = 7 Hz, 2H), 2.40 (s, 3H), 1.35 (s, 9H) C 

2- (3- (2- (5-^f-;U-2- (4-y^OA^fy;i/7i-^) 




TLC:Rf 0.42 (^^-9" > I SKxf;i/=4 : 1); 

NMR (CDCI3) : S 7.88 (d, J = 8.3 Hz, 2H), 7.26 (d, J = 8.3 Hz, 2H), 7.21 (dd, J = 

8.0, 8.0 Hz, 1H), 6.87-6.90 (m, 2H), 6.80 (m, 1H), 4.23 (t, J = 6.8 Hz, 2H), 3.78 (s, 
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2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.8 Hz, 2H), 2.53 (m, 1H), 2.37 (s, 3H), 
1.70-1.94 (m, 4H), 1.30-1.53 (m, 6H) 0 

mmm (6 9) 

5 2- (3- (5-^^-2- (1, 3-V**4H >y>-S-4A<) 




10 TLC : Rf 0.50(^4r"9-> : ft^f-^=4 : 1) ; 

NMR (CDC1 3 ) : 8 7.55 (dd, J = 8.0, 1.8 Hz, 1H), 7.47 (d, J = 1.8 Hz, 1H), 7.21 

(dd, J = 8.0, 8.0 Hz, 1H), 7.08-7.02 (m, 1H), 6.96-6.82 (m, 3H), 6.02 (s, 2H), 5.00 (s, 
2H), 3.78 (s,2H), 3.71 (s, 3H), 3.11 (s, 2H), 2.43 (s, 3H) 0 

15 mm (7 0) 

2- (3 -.(5 (4-'fV7"ne;P7x-^) 
4-4 )V* \>*z/) 7x-;Mf)Pf^) ^.^^;wjcxt^ 




V o 



20 



TLC : Rf 0.50 (^*^> : ft»xfjI/=4 I 1); 

NMR (CDCI3) : S 7.93 (dd, J = 8.5, 2.0 Hz, 2H), 7.35-7.18 (m, 3H), 7.09-7.03 (m, 
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1H), 6.96-6.84 (m, 2H), 5.02 (s, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.11 (s, 2H), 2.94 
(sep., J = 7.0 Hz, 1H), 2.43 (s, 3H), 1.27 (d, J = 7.0 Hz, 6H) 0 

(7 1) 

5 2- (3- (2- (4 - - 7i-;i't^t % /-^-5 fl/) x h 




10 TLC:Rf 0.37 I gf#x?-;i/= 3 : 1); 

NMR (CDC1 3 ) : S 8.01-7.96 (m, 2H), 7.46-7.39 (m, 3H), 7.22 (t, J = 8.2 Hz, 1H), 
6.97-6.88 (m, 2H), 6.80 (m, 1H), 4.23 (t, J = 6.8 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 
3.16 (t, J = 6.8 Hz, 2H), 3.08 (s, 2H), 2.22 (s, 3H) 0 

15 mmi (72) 

2- (3- (2- (5-^f-^-2- (3, 4-y^^>7x^) 




TLC : Rf 0.18(^**9"> : gfcg£x^;w=3 ; l); 

NMR (CDCI3) : S 7.56 (dd, J = 8.3, 2.0 Hz, 1H), 7.50 (d, J = 2.0 Hz, 1H), 7.21 
(dd, J = 8.1, 8.1 Hz, 1H), 6.91 (d, J = 8.3 Hz, 1H), 6.87-6.91 (m, 2H), 6.80 (ddd, J = 
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8.1, 2.5, 1.0 Hz, 1H), 4.24 (t, J = 6.7 Hz, 2H). 3.97 (s, 3H), 3.93 (s, 3H), 3.78 (s, 
2H), 3.72 (s, 3H), 3.09 (s, 2H), 2.97 (t, J = 6.7 Hz, 2H), 2.37 (s, 3H)o 

mmMl (7 3) 

5 2- (3- (2- (5-^-^-2- (4-F , J7Wn^h^y7x-Jl/) 




10 

TLC:Rf 0.62 (^^r-f > I WpWL^^=2 I 1); 

NMR (CDC1 3 ) : «J 8.00 (d, J = 8 Hz, 2H), 7.30-7.15 (m, 3H), 6.95-6.75 (m, 3H), 
4.25 (t, J = 6.5 Hz, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3. 10 (s, 2H), 3.00 (t, J = 6.5 Hz, 
2H), 2.40 (s, 3H) 0 

15 

m m mi (74) 

2- (3- (2- (5-^^-2 - (3, 4, 5-hV^+v7x^l/) 




CH 3 
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TLC:Rf 0.24(^*-9"> : gfc$o^;i/= 2 : 1); 

NMR (CDC1 3 ) : 6 7.25-7. 15 (m, 3H), 6.95-6.75 (m, 3H), 4.25 (t, J = 7.5 Hz, 2H), 

3.95 (s, 6H), 3.90 (s, 3H), 3.80 (s, 2H), 3.70 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 7.5 Hz, 
2H), 2.40 (s, 3H) 0 

(7 5) 

2- (3- (2- {5 2- U-ff-frViyVy-l-Jfr) * 




TLC :Rf 0.12 (ft&X'?-/!') ; 

NMR (CDCI3) : 8 7.20 (dd, J = 8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.20 (t, J = 
15 7.0 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.42 (t, J = 5.0 Hz, 4H), 3.09 (s, 2H), 2.95 (t, 
J = 7.0 Hz, 2H), 2.50 (t, J = 5.0 Hz, 4H), 2.34 (s, 3H), 2.26 (s, 3H)o 

IMU (7 6) 

2- (3- (2- (5-^/W-2- (4-^Wt7x-;i/) **-9-V- 
20 ;U-4-^f^) 7x;)MfHt) Hi-^f^xzfJl' 
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TLC : Rf 0.46 (ft&^f-A' : ^*^> = 1 : 2) ; 

NMR (CDa 3 ) : 5 7.88 (d, J = 8.5 Hz, 2H), 7.27 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 
8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.97 (t, J = 6.5 Hz, 2H), 2.52 (s, 3H), 2.37 (s, 3H) e 

(7 7) 

2- (3- (2- (5-*T)V-2- (tT'Jy>-2-'f;U) 



10 




TLC:Rf 0.60(^^-9"> : ^x-^;i/= l : 2) ; 

NMR (CDQ3) : 8 8.71 (m, 1H), 8.05 (m, 1H), 7.73 (m, 1H), 7.32 (m, 1H), 7.21 
(dd, J = 8.0, 8.0 Hz, 1H), 6.76-6.92 (m, 3H), 4.27 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 
15 3.72 (s, 3H), 3.08 (s, 2H), 3.01 (t, J = 6.6 Hz, 2H), 2.44 (s, 3H) C 

mmmi (7 8) 

2- (3- (2- (5->^;u-2- (**7:t>-2->f t^^S-fr 

20 

TLC:Rf 0.40 (^+-9" > I gi=$.x^;l/= 3 : 1); 

NMR (CDCI3) : £ 7.58 (dd, J = 3.6, 1.3 Hz, 1H), 7.37 (dd, J = 5.0, 1.3 Hz, 1H), 

112 



WO 99/46232 



PCT/JP99/01134 



7.21 (dd, J = 8.0, 8.0 Hz, 1H), 7.08 (dd, J = 5.0, 3.6 Hz, 1H), 6.87-6.91 (m, 2H), 
6.79 (m, 1H), 4.22 (t, J m 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.96 
(t, J = 6.6 Hz, 2H), 2.36 (s, 3H) 0 

5 mm (79) 

2- (3- (2- (5-^^-2- (3 hn-4-^f;U7i-;i/) * 
)V 



10 




TLC : Rf 0.42 (f^W > I gfc$.x?-;l/ = 2:1); 

NMR (CIXI3) : S 8.55 (d, J = 1 Hz, 1H), 8. 10 (dd, J = 8, 1 Hz, 1H), 7.40 (d, J = 8 

Hz, 1H), 7.20 (dd, J = 8, 8 Hz, 1H), 6.95-6.80 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 3.80 
15 (s, 2H), 3.75 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.65 (s, 3H), 2.40 (s, 
3H) 0 

mm loj 

2- (3- (2- (5 2 - (4-y>W^7x^;i/) 
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TLC: Rf 0.43 (gfc$x?-;i/ : ^^y = i ; 2); 

NMR (CDC1 3 ) : $ 7.83 (d, J = 9.0 Hz, 2H), 7.21 (dd, J - 8.0, 8.0 Hz, 1H), 6.95- 
6.75 (m, 3H), 6.71 (d, J = 9.0 Hz, 2H), 4.23 (t, J = 7.0 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 3.01 (s, 6H), 2.96 (t, J = 7.0 Hz, 2H), 2.34 (s, 3H) e 

mm (8 1) 

2- (3- (2- (5-^^-2-v?n^>^;w**-9-y'-;w-4-'f;i') 



10 




TLCrRf 0.46(^+-9-> I ft^J.f-;l/=2 II); 

NMR (CDCI3) : S 7.20 (m, 1H), 6.95-6.70 (m, 3H), 4. 15 (t, J = 6.5 Hz, 2H), 3.80 

(s, 2H), 3.75 (s, 3H), 3.15 (m, 3H), 2.90 (t, J = 6.5 Hz, 2H), 2.25 (s, 3H), 2.20-1.50 
15 (m, 8H) 0 

mi m I (3 2) 

2- (3- (2- (5-U-)ls-2 - (4-^f^7x^;i/) f^w-n,- 
4 — f ^) xK-» 7x-;i/) fti«^f*w* 




TLC : Rf 0.54(^*-9"> I &$xf-;W=2 : 1); 

NMR (CDC1 3 ) : $ 7.86 (d, J = 8.0 Hz, 2H), 7.28-7. 15 (m, 3H), 6. 88-6.76 (m, 3H), 
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4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.39 (s, 
3H), 2.36 (s, 3H) 0 

(8 3) 

5 2- (3- (2- (5 2- (4-xf;i/7x-;i/) ***yV-)\<- 

4-4*') xh^ri/) 71-*) Sl'^finw 




10 TLC :Rf 0.56(^**9^ ! Sixf^=2 : 1) ; 

NMR (CDC1 3 ) : S 7.90 (d, J = 8.0 Ha 2H), 7. 30-7. 16 (m, 3H), 6. 88-6.76 (m, 3H), 
4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.68 (q, 
J = 7.6 Hz, 2H), 2.37 (s, 3H), 1.26 (t, J = 7.6 Hz, 3H)„ 

15 mm (8 4) 

2- (3- (2- (5 - (4-yne;P7i-;w) 




20 

TLC : Rf 0.59(^^r-9-> : «xf-;l/=2 : 1); 

NMR (CDC1 3 ) : S 7.88 (d, J = 8.4 Hz, 2H), 7.27-7. 15 (m, 3H), 6.88-6.76 (m, 3H), 
4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.62 (t, J 
= 7.5 Hz, 2H), 2.36 (s, 3H), 1.66 (m, 2H), 0.94 (t, J = 7.5 Hz, 3H) e 
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(8 5) 

2- (3- (2- (5 ->f-;^- 2 - (4->fV7'oe;V7x-jV) **-9-V 
4-4 )U) Jih*v) 7x-^) gfc® • ^fjl'X^f/l' 




TLC:Rf 0.66 : ^jl^;w=2 I 1); 

NMR (CDC1 3 ) : «5 7.89 (d, J = 8.4 Hz, 2H), 7.34-7. 15 (m, 3H), 6.88-6.75 (m, 3H), 

10 4.23 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.8 Hz, 2H), 3.04- 
2.86 (m, 1H), 2.36 (s t 3H), 1.28 (s, 3H), 1.25 (s, 3H) e 

iiii (8 6) 

2- (3- (2- (5 2 - (4- (2-^f^7a^) 7x^jP) 




TLC:Rf 0.60 I gj=$tx-^;u= 2 : 1)J 

20 NMR (CDCI3) : S 7.88 (d, J = 8.2 Hz, 2H), 7.27-7. 15 (m, 3H), 6.90-6.76 (m, 3H), 
4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.51 (d, 
J = 5.4 Hz, 2H), 2.36 (s, 3H), 2.00-1.76 (m, 1H), 0.92 (s, 3H), 0.89 (s, 3H) C 
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mm (s?) 

2- (3- (2- (.5 2- (4-t-7fJV7x^) 



5 




TLC. Rf 037(^4r-9-> : BKx^;l/=2 : 1); 

NMR (CDa 3 ) : 5 7.90 (d, J = 8.6 Hz, 2H), 7.44 (d, J = 8.6 Hz, 2H), 7.21 (m, 1H), 
6.88-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 
10 6.6 Hz, 2H), 2.37 (s, 3H), 1.34 (s, 9H) 0 

mm (8?) 

2- (3- (2- (5-^f-^-2-v^n7'Dtf;u^^^V-;w-4--f;w) 




TLC:Rf 0.47(Bt^xf-;U : ^^^> =1 ; 1); 

NMR (CDC1 3 ) : 8 7.20 (dd, J = 8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4. 15 (t, J = 
20 7.0 Hz, 2H), 3.79 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 2.84 (t, J = 7.0 Hz, 2H), 2.22 (s, 
3H), 1.97 (m, 1H), 1.05-0.90 (m, 4H) 0 

7 

%m\ (8 9) 
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2- (3- (2- (5->f-^-2- (4- (1, 2, 3-^Tv7V-;U- 



5 




TLC:Rf Q.15(^**r> \&&3-?)\'=2 : 1); 

NMR (CDC1 3 ) : 8 8.72 (s, 1H), 8.13 (s, 4H), 7.22 (t, J = 8.0 Hz, 1H), 6.93-6.77 
(m, 3H), 4.27 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.09 (s, 2H), 3.00 (t, J = 
10 6.6 Hz, 2H), 2.41 (s, 3H) a 

mm (9 0) 

2- (3- (2- (5-^f-;U-2- (4- 2, 3-f-T 

^TV-;l/-5-^;W) 71-^) *4MJ-*/->l'-4-'Ol') ^h^v) 7x 
15 gfcgg • ^^.x^-fA' 




CH 3 



TLC:Rf 0.89(^^r-9-> : TO^^=2 II); 
20 NMR (CDCI3) : 8 7.21 (t, J = 7.4 Hz, 1H), 6.94-6.74 (m, 3H), 4.24 (t, J = 6.6 Hz, 

2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 3.02 (s, 3H), 2.99 (t, J = 6.6 Hz,, 2H), 
2.42 (s, 3H) 0 
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2- (3- (2- (5 - (4-^b^rv7x-^) **^V-n' 
-4-^/1,) x^i/) 7i-M »SI->f^fA' 



5 




TLC : Rf 0J8(A^rf>:^xf^=2 ! 1); 

NMR (CDa 3 ) : S 7.91 (d, J = 9.0 Hz, 2H), 7.20 (m, 1H), 6.94 (d, J = 9.0 Hz, 2H), 
6.88-6.77 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.85 (s, 3H), 3.68 (s, 3H), 3.58 (s, 2H), 
10 2.96 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H) 0 

*tt «l-(9 2) 

2- (3- (2- (5-^f-^-2- (3, 4-vVh^rv7i-;W 




o 



CH 3 

TLC : Rf QA7(^*V> : gf=®x-^;i/= 2 : 1); 

NMR (CDa 3 + CD3OD) : 8 7.56 (dd, J = 8.2, 2.0 Hz, 1H), 7.50 (d, J = 2.0 Hz, 
20 1H), 7.21 (m, 1H), 6.91 (d, J = 8.2 Hz, 1H), 6.89-6.77 (m, 3H), 4.23 (t, J = 6.6 Hz, 
2H), 3.97 (s, 3H), 3.93 (s, 3H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 
2.37 (s, 3H) 0 
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mm (9 3) 

2- (3- (2- (5-*f-*-2- (1, 3-i?***H>y>-5-'()l>) 




TLC : Rf 0.44 (^-9- > : S^xf;V=2 : 1); 

NMR (CDa 3 ) : S 7.52 (dd, J = 8.2, 1.8 Hz, 1H), 7.44 (d, J = 1.8 Hz, 1H), 7.21 (m, 
10 1H), 6.99-6.76 (m, 4H), 6.01 ( s, 2H), 4.22 (t, J = 6.6 Hz, 2H), 3.68 <s, 3H), 3.58 (s, 
2H), 2.95 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H) 0 

(9 4) 

2- (3- (2- {5-*Tn>-2- (3, 4, 5 - b V ^ h 




TLC:Rf 0.28(^*-9"> : ft»xf^/=2 11); 
20 NMR (CDC1 3 ) : 5 7.28-7. 17 (m, 3H), 6.89-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 
3.94 (s, 6H), 3.89 (s, 3H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 
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3H) 0 

mm (95) 

2 - (3 - (2 - (5 -tf-Af- 2 - (4-h'J7Jl'tn^ ^y7x-^) 
5 **W-)\>-A-<<*') ^h*v) 7x^) ^•^'f^fJl' 



TLC : Rf 0.61 (^ttV I #$X^;i/=2 ! 1); 
10 NMR (CDC1 3 ) : 5 8.01 (d, J = 8.6 Hz, 2H), 7.32-7. 16 (m, 3H), 6.89-6.76 (m, 3H), 

4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 
3H) 0 

15 2- (3- (2- (5-^f-;u-2 - (2, 2 — ?7'**n- 1, 3— 



TLC : Rf 0.52(^tV:ffiKif^=2 : l); 

NMR (CDCI3) : 8 7.75 (dd, J = 8.4, 1.8 Hz, 1H), 7.68 (d, J = 1.8 Hz, 1H), 7.21 (m, 
1H), 7.10 (d, J = 8.4 Hz, 1H), 6.89-6.76 (m, 3H), 4.23 (t, J =6.6 Hz, 2H), 3.68 (s, 
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3H), 3.58 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H) Q 
mm (9 7) 

2- (3- (2- (5 -^f-^-2 - (4-h'j7^D^fm7x-Jl/) 




10 TLC : Rf 045(A^t^:ftKxf/l/=3 ; 1); 

NMR (CDCI3) : 5 8.02 (d, J = 8.4 Hz, 2H), 7.70 (d, J = 8.4 Hz, 2H), 7.21 (t, J = 
7.8 Hz, 1H), 6.91-6.73 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 
3.08 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 2.40 (s, 3H) e 

15 MMsMl (9 8) 

2- (3- (2- (5->f"^-2- (4-y7; 7i-*) * V- ;P - 




TLC : Rf 0.35(^+"9-> ! K^-Xf-;i/=2 : 1); 

NMR (CDCI3) : d 8.08 (d, J = 8.4 Hz, 2H), 7.71 (d, J = 8.4 Hz, 2H), 7.21 (m, 1H), 
6.75-6.94 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 
2.99 (t, J = 6.6 Hz, 2H), 2.41 (s, 3H) 0 
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m m (99) 

2- (3- (2- (S-* J J-P-2- (yy>-2-^( )V) * *W-fr-4 




TLC:Rf 0.32(^^r>9-> I ft^^^=2 : 1); 

NMR (CDC1 3 ) : 5 7.52 (m, 1H), 7.21 (m, 1H), 6.86-6.96 (m, 3H), 6.79 (m, 1H), 

10 6.51 (m, 1H), 4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.97 
' (t, J = 6.6 Hz, 2H), 2.37 (s, 3H) 0 

mm (100) 

2- (3- (5->f*-2-7x-mt , /-^-4-'f*) *h*->) 
15 7x-^) ftK-^f^xx?^ 




TLC:Rf 0.69 : ft»xf-/U=2 I 1); 

20 NMR (CDCI3) : 5 7.98-8. 10 (m, 2H), 7.40-7.54 (m, 3H), 7.26 (m, 1H), 6.86-7.00 

(m, 3H), 4.99 (s, 2H), 3.68 (s, 3H), 3.61 (s, 2H), 2.44 (s, 3H) C 



123 



WO 99/46232 



PCT/JP99/01134 



mw mi (101) 

2- (3- (2- (5-^f^-2-7x-^f77-^-4 -4 ;W) 



5 




TLC:Rf 0.56(^^r-9"> : ^J-f-^=2 II); 

NMR (CDC1 3 ) : 8 7.90-7.81 (m, 2H), 7.46-7.35 (m, 3H), 7.25-7. 16 (m, 1H), 6.87- 
6.78 (m, 3H), 4.32 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 3. 19 (t, J = 6.8 Hz, 
10 2H), 2.46 (s, 3H)» 

mm (102) 

2- (3- (3- (5-ptf-^-2--7^^;i/^^^y-;u-4--fJU) -fa 




TLC : Rf 0.42(^4r-^> : ft^x^;l/=2 '.!)', 

NMR (CDCI3) : S 7.94-8.04 (m, 2H), 7.36-7.50 (m, 3H), 7.22 (m, 1H), 6.76-6.90 
20 (m, 3H), 3.98 (t, J = 6.2 Hz, 2H), 3.69 (s, 3H), 3.59 (s, 2H), 2.70 (t, J = 7.0 Hz, 2H), 
2.28 (s, 3H), 2.15 (m, 2H) 0 



124 



WO 99/46232 



PCT/JP99/01134 



mmm 1 (103) 

2- (3- (2- (2-7z^HW-^-4-'fM 7i- 



TLC:Rf 0.53(^^r"9-> : g^^^^=2 : 1); 

NMR (CDCI3) : S 7.96-8.08 (m, 2H), 7.57 (s, 1H), 7.40-7.52 (m, 3H), 7.24 (m, 
1H), 6.80-6.92 (m, 3H), 4.28 (t, J = 6.6 Hz, 2H), 3.69 (s, 3H), 3.59 (s, 2H), 3.09 (t, J 
10 = 6.6 Hz, 2H) 0 

mmm 1 (104) 

2- (3- (2- (5-^f"^-2- (4-y^OA^7xz;i/) 

15 



tlc : Rf 0.67 (^^-9- > i iixf;i/=2 : l); 

NMR (CDCI3) : S 7.88 (d, J = 8.4 Hz, 2H), 7.26 (d, J = 8.4 Hz, 2H), 7.21 (m, 1H), 
20 6.77-6.86 (m, 3H), 4.23 (t, J = 7.0 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.96 (t, J = 
7.0 Hz, 2H), 2.55 (m, 1H), 2.36 (s, 3H), 1.73-7.87 (m, 4H), 1.30-1.60 (m, 6H) G 

(105) 

2- (3- (2- (5-^i-P-2 - (3-^DD-4-^f^7x^)b) * 

125 
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5 TLC:Rf 0.53 > I #&X-^;U = 2 : 1 ) ; 

NMR (CDa 3 ) : <J 7.96 (d, J = 1.8 Hz, 1H), 7.75 (dd, J = 8.0, 1.8 Hz, 1H), 7.28 (d, 
J = 8.0 Hz, 1H), 7.22 (m, 1H), 6.78-6.86 (m, 3H), 4.23 (t, J = 6.7 Hz, 2H), 3.68 (s, 
3H), 3.58 (s, 2H), 2.96 (t, J = 6.7 Hz, 2H), 2.40 (s, 3H), 2.37 (s, 3H) 0 

io *mmi (106) 

2- (3- (2- (5-^7-^-2- (4-^WU7x-jl/) jf-*tf 




15 

TLC:Rf 0.31 I gf=$^f-;l/=2 II); 

NMR (CDC1 3 ) : S 7.84 (d, J = 9.0 Hz, 2H), 7.21 (m, 1H), 6.78-6.87 (m, 3H), 6.71 

(d, J = 9.0 Hz, 2H), 4.23 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 3.01 (s, 6H), 
2.95 (t, J = 6.8 Hz, 2H), 2.34 (s, 3H) 0 

20 

mmm 1 (107) 

2- (3- (2- (5-x?-Ji> - 2 - 7i-/u;j-*^/-;i,- 4 
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TLC :Rf 0.61 : B^^f-^= 2 II); 

5 NMR(CDCl3) : d 7.94-8.04 (m, 2H), 7.37-7.50 (m, 3H), 7.21 (m, 1H), 6.76-6.89 

(m, 3H), 4.23 (t, J - 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 
2.75 (q, J = 7.6 Hz, 2H), 1.31 (t, J = 7.6 Hz, 3H) 0 

mmai dps) 

10 2- (3- (2- (5 ->f-;u- 2 - (4-7*^7x-;H ***TV-)V- 
4-4 )v) x^y) 7x-;u) ftS^f^r;i' 




H 3 C 

15 TLC:Rf 0.62(^4r-9"> I g^i?^^=2 : 1); 

NMR (CDC1 3 ) : d 7.88 (d, J = 8.6 Hz, 2H), 7. 16-7.28 (m, 3H), 6.76-6.90 (m, 3H), 
4.23 (t, J = 6.8 Hz, 2H), 3.69 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.8 Hz, 2H), 2.64 (t, J 
= 7.0 Hz, 2H), 2.36 (s, 3H), 1.62 (m, 2H), 1.34 (m, 2H), 0.93 (t, J = 7.4 Hz, 3H) 0 

20 mm (109) 

2- (3- (2- (5-^^)1-2 - (4-^DD7x-^) J**^/-;!/- 
4-4 )V) 3-Y**s) 7i^) SK'^f^fJI' 
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TLC : Rf 0M(^*V-> ffiKxf-^= 2 I 1); 

NMR (CDa 3 ) : 8 7.91 (d, J = 8.6 Hz, 2H), 7.40 (d, J = 8.6 Hz, 2H), 7.21 (m, 1H), 
5 6.75-6.89 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.96(t, J = 6.6 
Hz, 2H), 2.37 (s, 3H) C 

mm (no) 

2- (3- (2- (5 - 2 - (f^7x>-2-'fJl') **W-fU 




TLC :Rf 0.43(^^-9"> I g^^^^=2 II); 
15 NMR (CDC1 3 ) : 5 7.58 (dd, J = 3.7, 1.2 Hz, 1H), 7.36 (dd, J = 5.2, 1.2 Hz, 1H), 
7.22 (m, 1H), 7.08 (dd, J = 5.2, 3.7 Hz, 1H), 6.77-6.88 (m, 3H), 4.22 (t, J = 6.6 Hz, 
2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.95 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H) C 

20 2 - (3 - (2 - (5 -^f"^- 2 - (77>-2-^l/) *W/-;i/-4 
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TLC:Rf 0.33 (^*-*> I ftKxf«/=2 : 1); 

NMR (CDC1 3 ) : 8 7.51 (m, 1H), 7.21 (m, 1H), 6.92 (d, J = 3.4 Hz, 1H), 6.78-6.87 
5 (m, 3H), 6.50 (dd, J = 3.4, 1.8 Hz, 1H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.57 (s, 
2H), 2.96 (t, J - 6.6 Hz, 2H), 2.36 (s, 3H) 0 

n mm a 1 2) 

2- (3- (2- (5-^^-2- (\£V*J>-2 -4 to) 
10 Xf^y) 7i-^) ||!^f)l'X7fil' 




TLC : Rf 0.57 (ft ; 
15 NMR (CDa 3 ) : S 8.70 (m, 1H), 8.05 (m, 1H), 7.78 (ddd, J = 7.8, 7.8, 1.6 Hz, 1H), 

7.31 (m, 1H), 7.21 (m, 1H), 6.76-6.86 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 
3.57 (s, 2H), 3.00 (t, J = 6.6 Hz, 2H), 2.43 (s, 3H) 0 

mm a 1 3J 

20 2 - (3 - (2 - (5 2 - (2-^f^7xx;v) **w-tU- 

4-4 )U) x^y) 7ai-;u) Sg^f^xxf;!' 
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CH3 



TLC : Rf 0.16 (^^-y I gj=gg.x?-;i/= 2 II); 

NMR (CDa 3 ) : S 7.91 (m, 1H), 7. 19-7.34 (m, 4H), 6.78-6.87 (m, 3H), 4.25 (t, J = 
5 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.98 (t, J = 6.8 Hz, 2H), 2.65 (s, 3H), 2.37 (s, 
3H) 0 

2- (3- (2- (5-*f-*-2- (3-^^-;i^7i-;u) t^y-y-ju- 
10 4-^;i/) xl>^>) 7i-f) Sl^f^fJl' 




TLC : Rf 0.55 (^^"9- > I gpi?xf^=2 : 1); 
15 NMR (CDCI3) : £ 7.75-7.82 (m, 2H), 7. 17-7.35 (m, 3H), 6.78-6.86 (m, 3H), 4.24 

(t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.40 (s, 3H), 
2.37 (s, 3H)o 

m&m (US) 

20 2 - (3 - (2 - (5-*1-)l>-2- (4 - h 'J 7 )\<*u t^- )V7 jl=-)V) * 
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TLC:Rf 0.57 I &&^)\s=2 1)1 

NMR (CDCI3) : 8 8.09 (d, J = 8.4 Hz, 2H), 7.68 (d, J = 8.4 Hz, 2H), 7.21 (m, 1H), 
5 6.75-6.90 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.99(t, J = 6.6 
Hz, 2H), 2.40 (s, 3H) 0 

mm (116) 

2- (3- (2- (5 ->^^-2 - (4-7;i/tn7x-;l/) **Vf-)U 
10 x|>#i/) 7i^iP) IBSi-^^T^ 




TLC : Rf 0.51 (^W^ I gfcg£j^;l/=2 II); 
15 NMR (CDCI3) : d 7.91-8.04 (m, 2H), 7.05-7.24 (m, 3H), 6.75-6.92 (m, 3H), 4.23 
(t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H) 0 

(1 1 7) 

2- (3- (2- (5 -^Jl'- 2 - (4-y7;7x-M 
20 A-Jfr) x^y) • *?\>Ux*r;i' 
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TLC : Rf 0.37 * -9" > g^^^;U= 2 : 1); 

NMR (CDa 3 ) : 8 8.07 (d, J = 8.8 Hz, 2H), 7.71 (d, J = 8.8 Hz, 2H), 7.22 (m, 1H), 

6.78-6.87 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.98 (t, J = 
5 6.6 Hz, 2H), 2.40 (s, 3H) 0 

mmmi a 1 s) 

2- (3- (2- (5-^3^-2- 2, 
-;i/-5--f *** % /-A/-4— f xF*y) 7 x - ;u) gj=$ • > 

10 A/J.^-f A' 



TLC:Rf 0.49(^4r-^> : S^^f"^=2 I 1); 
15 NMR (CDC1 3 ) : 8 7.22 (m, 1H), 6.78-6.87 (m, 3H), 4.23 (t, J = 6.2 Hz, 2H), 3.68 
(s, 3H), 3.58 (s, 2H), 3.02 (s, 3H), 2.98 (t, J = 6.2 Hz, 2H), 2.41 (s, 3H) e 

mm a 1 9) 

2- (3- (2- (5-^f-;U-2- (2, 3, 5, 6-fF77^n-4 
20 -^Wi-^) ^-^y-;i/-4 ->f/U) xh^y) 7x.=-)V) WfM- * 




CH 3 
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TLC:Rf o.58(^*-t> : Bfc®txf-;i/=2 ii); 

NMR (CDC1 3 ) : S 7.20 (m, 1H), 6.75-6.90 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 
(s, 3H), 3.58 (s, 2H), 3.02 (t, J = 6.6 Hz, 2H), 2.41 (s, 3H), 2.33 (s, 3H) C 

i MJ (12 0) 

2- (3- (2- (5 -^f-^-2 - (3--ha-4-^f;l/7x^;l/) * 




tlc : Rf o.33(^^r-9-> : M^f-;u=2 : 1); 

NMR (CDa 3 ) : $ 8.55 (d, J = 1.6 Hz, 1H), 8.09 (dd, J = 8.0, 1.6 Hz, 1H), 7.41 (d, 
J = 8.0 Hz, 1H), 7.19 (m, 1H), 6.70-6.88 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 
3H), 3.58 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 2.64 (s, 3H), 2.40 (s, 3H) 0 

^*feM 1 (12 1) 

2- (3- (2- (5 -^f-;W-2 -v?n^*v;l/:**-9-y-;l/-4 -A *) 
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TLC:Rf 0.50 (^^-9- > : gfc$J^;l/= 2 ! 1); 

NMR (CDC1 3 ) : S 7.21 (m, 1H), 6.76-6.86 (m, 3H), 4. 15 (t, J = 6.7 Hz, 2H), 3.69 
5 (s, 3H), 3.58 (s, 2H), 2.87 (t, J = 6.7 Hz, 2H), 2.69 (m, 1H), 2.24 (s, 3H), 1.96-2.08 
(m, 2H), 1.20-1.86 (m, 8H) 0 

1 (12 2) 

2- (3- (2- (5-^f-A'-2 ->^n'«Vf**W-Jl'-4-f*) 
10 7x-;i/) gfc$ • >^;i/x*-f ;i/ 




TLC:Rf 0.50(^^r-9"> :ftK^f-^=2 I 1) ; 
15 NMR (CDa 3 ) : S 7.21 (m, 1H), 6.76-6.86 (m, 3H), 4. 15 (t, J = 6.7 Hz, 2H), 3.69 

(s, 3H), 3.58 (s, 2H), 3.11 (m, 1H), 2.86 (t, J =6.7 Hz, 2H), 2.24 (s, 3H), 1.58-2.12 
(m, 8H) 0 

mmm 1 (123) 

20 2- (3- (2- (5 2- (4-^>f-;U7x-;u) 
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TLC:Rf 0.55(^^r"9-> I B^K^f-^=2 ! 1) ; 

NMR (CDCI3) : 8 7.88 (d, J = 8.0 Hz, 2H), 7.29 (d, J = 8.0 Hz, 2H), 7.17 (m, 1H), 

5 6.70-6.88 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.57 (s, 2H), 2.96(t, J = 6.8 
Hz, 2H), 2.63 (t, J = 7.6 Hz, 2H), 2.36 (s, 3H), 1.64 (m, 2H), 1.20-1.42 (m, 4H), 
0.89 (t, J = 6.6 Hz, 3H) 0 

mmmi a 2 a) 
10 2- (3- (2- (5-^f-;v-2- (tf'jv f >-4--f;u) 




15 TLC: Rf 0.22 (^*yr> : gfcg£x^;u= l ; l ) ; 

NMR (CDCI3) : 8 8.90 (d, J = 6 Hz, 2H), 7. 85 (d, J = 6 Hz, 2H), 7.20 (dd, J = 8, 8 
Hz, 1H), 6.95-6.80 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3. 10 
(s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.45 (s, 3H) 0 

20 " MMffl 1 (12 5) 

2- (3- (2- (5-^f-;i/-2- (t' , Jy>-3-'f^) ir*W-)V- 
4-4)1) x^y) 7oi^;i/) ii-^f^xxf;!' 
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TLC : Rf 0.33 > I ft&i-f- 1 : 3 ) ; 

NMR (CDC1 3 ) : 8 9.22-9. 18 (m, 1H), 8.61 (dd, J = 5.0 Hz, 1.8 Hz, 1H), 8.25-8. 19 
5 (m, 1H), 7.37-7.16 (m, 2H), 6.85-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.66 (s, 3H), 
3.56 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H)o 

iiti (126) 

2- (3- (2- (5-^f-;u-2- (tf >; y>-A-4*) **-9-y-/u- 

10 4--f;W -Xh^rv) 7o:.-;l/) ftR- A' 




Rf 0.25 (^^-9- > : ftKxf^= 1 : 3 ) ; 

15 NMR (CDCI3) : «J 8.71-8.67 (m, 2H), 7.83-7.80 (m, 2H), 7.26-7. 17 (m, 1H), 6.86- 
6.79 (m, 3H), 4.24 (t, J = 6.4 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.99 (t, J = 6.4 Hz, 
2H), 2.40 (s, 3H) 0 

mm (12 7) 
20 2 - (3- (2 - (5 - - 2 - (4-p< *-fr\£*<5 s J> - 1 
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"TLC:Rf 0.39 on^^i \ } $ J — ;i/= 2 0 ', I) 

NMR (CDC1 3 ) : 8 7.21 (m, 1H), 6.77-6.85 (m, 3H), 4. 19 (t, J = 7. 1 Hz, 2H), 3.68 

5 (s, 3H), 3.58 (s, 2H), 3.42 (m, 4H), 2.94 (t, J = 7. 1 Hz, 2H), 2.50 (m, 4H), 2.33 (s, 
3H), 2.25 (s, 3H) 0 

mm (12 8) 

2- (3- (2- (5-^ffl'-2-7x-;i/Wy , -A'-4-'fJl') x h 




TLCrRf 0.79 (ftS^-*^ : ^*V>= 1 II); 
15 NMR(CDa 3 ): S 7.98 (m, 2H), 7.50-7.35 (m, 3H), 7.24 (dd, J = 8.0, 8.0 Hz, 1H), 
6.95-6.80 (m, 3H), 4.58 (s, 2H), 4.25 (t, J =6.5 Hz, 2H), 3.96 (s, 2H), 2.98 (t, J = 
6.5 Hz, 2H), 2.38 (s, 3H), 1.47 (s, 9H)o 

mmm i (129) 

20 2 - (3 - (2 - (5 - {\£*)i?>-3-4*') 
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TLC:Rf 0A4(^*V-> I flslfcxf-* = 1 : 2).; 

NMR (CDC1 3 ) : S 9.20 (d, J = 2 Hz, 1H), 8.65 (dd, J = 5, 2 Hz, 1H), 8.25 (m, 1H), 
5 7.35 (m, 1H), 7.20 (dd, J = 8, 8 Hz, 1H), 6.95-6.75 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 
3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.40 (s, 3H) 0 

nmm (130) 

2- (3- (2- (5 2 - (4-^Wt7xX^) x^y-y- 

10 ;u-4-W;w) ^b^v) 71-^) ra-^f-^i^7^;u 




TLC : Rf 0.39(^^r-9-> : H=Bg.X?-;i/= 2 : 1); 
15 NMR (CDC1 3 ) : (5 7. 88 (d, J = 8.6 Hz, 2H), 7.27 (d, J = 8.6 Hz, 2H), 7. 17 (dd, J = 

7.8, 7.6 Hz, 1H), 6.70-6.88 (m, 3H), 4.22 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 
2H), 2.96 (t, J = 6.6 Hz, 2H), 2.51 (s, 3H), 2.37 (s, 3H) 0 

mm 1 nan 

20 2- (3 - (2 - (5-^fA'-2-'>^a^De*W/-*-4-'f*) 
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TTjC:Rf 0.39 (^^-9- > I ff=®x^;i/ = 1 : 1); 

NMR (CDC1 3 ) : $ 7.26-7. 16 (m, 1H), 6.85-6.76 (m, 3H), 4. 14 (t, J = 6.8 Hz. 2H), 
5 3.68 (s, 3H), 3.57 (s, 2H), 2.83 (t, J = 6.8 Hz, 2H), 2.21 (s, 3H), 2.04-1.90 (m, 1H), 
1.01-0.89 (m,4H) 0 

mmmi a 3 2) 

2- (3- (2- (S-**fr-2- (4-- hD7x^) 
10 4-^^) x(.^y) 7x-;u) ^•^f^f^ 




TLC : Rf 0.57(^+^> :S^xf-;i/=4 I 3) ; 
15 NMR (CDCI3) : 5 8.29 (d, J = 9.0 Hz, 2H), 8.13 (d, J = 9.0 Hz, 2H), 7.22 (m, 1H), 
6.77-6.87 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.86 (s, 3H), 3.58 (s, 2H), 3.00 (t, J = 
6.6 Hz, 2H), 2.42 (s, 3H) e 

mmmi (1 a 3J 

20 2 - (3 - (2 - (5 -^f-;w-2- (^yj y — 2—4)V) 
4-^f;l/) + 7i-)l/) ffcgg • ^•^XT.-fA' 
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TLC:Rf 0.38(^^-^> : ^^^=4 : 3) ; 

NMR(CDC1 3 ) : 5 8.17-8.29 (m, 3H), 7.83 (m, 1H), 7.75 (m, 1H), 7.57 (m, 1H), 

5 7.22 (m, 1H), 6.78-6.86 (m, 3H), 4.29 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 
3.05 (t, J = 6.6 Hz, 2H), 2.49 (s, 3H)» 

2- (3- (2- (5 -^f-^- 2 - (3-h'j7^o^F^y7x^) 




TLC:Rf 0.46 I * = 2 : 1); 

15 NMR (CDC1 3 ) : 8 7.91 (dt, J = 7.8, 1.2 Hz, 1H), 7.85-7.82 (m, 1H), 7.45 (t, J = 

7.8 Hz, 1H), 7.28-7.17 (m, 2H), 6.88-6.77 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 
3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.39 (s, 3H) 0 

mmmi (135) 

20 2 - (3 - (2 - (5 -^f-^-2- (2-h VyfrXv* ^y7x-jl/) 
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OCF 3 



CH 3 



'3 



TLC:Rf 0.43 (.^^y I Rsifcx.f-jl/= 2 I 1); 

NMR (CDCI3) : $ 8.11-8.04 (m, 1H), 7.49-7.31 (m, 3H), 7.27-7.16 (m, 1H), 6.88- 
5 6.76 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.99 (t, J = 6.6 Hz, 
2H), 2.39 (s, 3H) 0 

mmmi (126) 

2- (3- (2- (4-^f;i'-2-7x^l/tW-^-5-'f;i/) 



tlc : Rf 0.37 : lfc®^;u=2 : 1); 

15 NMR (CDCI3) : S 8.02-7.95 (m, 2H), 7.49-7.38 (m, 3H), 7.28-7. 18 (m, 1H), 6.90- 
6.77 (m, 3H), 4.22 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 3. 16 (t, J = 6.8 Hz, 
2H), 2.22 (s, 3H) 0 

mmni (137) 

20 2- (3- (2- (5 -^^-2- (i, )v) 




CH 3 
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TLC:Rf 0.83(^^r-9-> : ftKxf;l/=l : 1) ; 

NMR (CDCI3) : S 7.51 (dd, J = 8.0, 1.8 Hz, 1H), 7.43 (d, J = 1.8 Hz, 1H), 7.24 (t, 

5 J = 7.8 Hz, 1H), 6.97-6.79 (m, 4H), 6.01 (s, 2H), 4.58 (s, 2H), 4.23 (t, J = 6.8 Hz, 
2H), 3.96 (s, 2H), 2.95 (t, J = 6.8 Hz, 2H), 2.35 (s, 3H), 1.48 (s, 9H) C 

2- (3- (4- (4-^f^7x-;V) ^7^-^-2-^^^ h^rv) 7 

10 &m 




%1$M 1 -CQ&Ltzit&m (0.51 g) J -fr—r F7t Yuyyy 

15 (8mu 1 : 1) (Dm^mmzmmt. 2u-7kmttvw^&®m 
(3.2ml) *aox.-c, m&-?3 mmmwitz 0 w&&&®mzm.mm*.x , 

^-csejiu ru^wk^-ti^mit^m (0.39 g ) 

20 TLC : Rf 0.37 (SS?xf ; 

NMR (CDCI3+4 drop of CD3OD) : d 7.77 (2H, d, J=8.0Hz), 7.45 (1H, s), 7.23- 
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7.31 (3H, m), 6.91-7.05 (3H, m), 5.42 (2H, s), 3.83 (2H, s), 3.08 (2H, s), 2.39 (3H, 

S)o 

5 mnmi'?m&Ltzit&®<Dttt>t)iznmmi m -mmmi (137) 
10 mmm2 (1) 

6- (3- (4- (4-^f^7x^) ^7V-;U-2 -'OWX h + y) 7 




TLC:Rf o.4i (^\^r^> : g^^f-;u= 1 : 1); 

NMR (CDa 3 ) : 5 7.78 (2H, d, J=8.0Hz), 7.43 (1H, s), 7.28-7.16 (3H, m), 6.90- 
6.78 (3H, m), 5.42 (2H, s), 2.60 (2H, t, J=7.5Hz), 2.39 (3H, s), 2.34 (2H, t, 
J=7.5Hz), 1.76-1.54 (4H, m), 1.46-1.24 (2H, m) 0 

3^12 (2) 

5- (3- (f7x-;i/-4-^MF^ry) 7x-;U) ^>?>$ 
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TLC:Rf 0.49 (ftRiffl') ; 

NMR (CDCI3) : S 7.58-7.64 (4H, m), 7.35-7.53 (5H, m), 7.21 (1H, m), 6.78-6.84 
5 (3H, m), 5.09 (2H, s), 2.62 (2H, t, J=7.0Hz), 2.38 (2H, t, J=7.0Hz), 1.64-1.72 (4H, 
m) 0 

mm m 

4- (3- (e7x-;v-4->f;M h+v) 7x-;u) 7? 




TLC : Rf 0.67 (H^^^); 

NMR (dg-DMSO) : S 7.62-7.66 (4H, m), 7.31-7.51 (5H, tn), 7.14 (1H, dd, J=7.5, 
15 7.5Hz), 6.71-6.82 (3H, m), 5.07 (2H, s), 2.52 (2H, t, J=7.0Hz), 2.06 (2H, t, 
J=7.0Hz), 1.74 (2H, tt, J=7.0, 7.0Hz) o 

g*fcfl«2 (4) 

4- (3- (4- (4->f;l'7x-)l/) TTV-)V-2 -4)\<* h*v) 7 
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5 TLC:Rf 0.63 (gfc$xf-;i/) ; 

NMR (CDC1 3 ) : S 7.78 (2H, d, J=8.0Hz), 7.43 (1H, s), 7.23 (2H, d, J=8.0Hz), 
7.22 (1H, m), 6.81-6.88 (3H, m), 5.41 (2H, s), 2.66 (2H, t, J=7.5Hz), 2.38 (3H, s), 
2.36 (2H, t, J=7.5Hz), 1.96 (2H, tt, J=7.5, 7.5Hz) 0 

10 mmm2 (5) 

4- (3- (2- (5 -^f"^- 2 -7x-;i/^^7-)V- 4 -4 )V) x h 




15 

TLC : Rf 0.47 (ftKxf-^) ; 

NMR (CDCI3) : S 7.94-8.02 (2H, m), 7.39-7.48 (3H, m), 7.18 (1H, m), 6.72-6.78 
(3H, m), 4.23 (2H, t, J=6.6Hz), 2.98 (2H, t, J=6.6Hz), 2.64 (2H, t, J=7.2Hz), 2.38 
(3H, s), 2.35 (2H, t, J=7.2Hz), 1.95 (2H, tt, J=7.2, 7.2Hz) 0 

20 

mm (6) 
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6- (3- (2- (5-^f^-2-7x-Wt/-^-4-'f^) -x. h 




TLC:Rf 0.41 (^nD^;i/A : > ^y-;i/= 1 5 : 1) ; 

NMR (CDC1 3 ) : 8 8.02-7.91 (2H, m), 7.49-7.36 (3H, m), 7.16 (1H, t, J=8.0Hz), 
6.78-6.69 (3H, m), 4.24 (2H, t, J=7.0Hz), 2.98 (2H, t, J=7.0Hz), 2.58 (2H, t, 
J=7.5Hz), 2.38 (3H, s), 2.34 (2H, t, J=7.5Hz), 1.75-1.54 (4H, m), 1.45-1.25 (2H, m) 0 

mm (7) 

5- (3- (2- (5-^f^-2-7x-W^t , /-;i/-4-'fJI/) x. h 
4r'» — )V) sOtyjgi 



o 



15 




TLC : Rf 0.36(^nn*;l/i. : ^ l 5 : 1) ; 

NMR (CDC1 3 ) : S 8.04-7.92 (2H, m), 7.49-7.36 (3H, m), 7.17 (1H, t, J=8.0Hz), 

6.78-6.68 (3H, m), 4.24 (2H, t, J=7.0Hz), 2.98 (2H, t, J=7.0Hz), 2.68-2.53 (2H, m), 
20 2.45-2.30 (5H, m), 1.79-1.56 (4H, m) 0 



mm (s) 

2- (3- (3- (b'7x-^-4->f;vn^v) 7oi-;u) yotf;i^;fr) 
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5 TLC:Rf 0.38 n D^;i/^ ; * ? J -;U = 1 0 : 1 ) ; 

NMR (CDCI3) : S 7.35-7.64 (9H, m), 7.22 (1H, m), 6.78-6.86 (3H, m), 5.09 (2H, 
s), 3.25 (2H, s), 2.70 (2H, t, J=7.5Hz), 2.67 (2H, t, J=7.5Hz), 1.94 (2H, tt, J=7.5, 
7.5Hz) 0 

10 mm o) 

2- (3- (3- (4- (4 -j*?-;l/7x-/l/) f-TV-;w-2 -4 )V* h* 
V) 7x-;V) yol^^ft) INS 




15 

TLC-.Rf 0.41 (^nn*;u^ : p« ^y-;i/= 1 0 : 1) ; 

NMR (CDCI3) : d 7.75 (2H, d, J=8.0Hz), 7.43 (1H, s), 7.18-7.26 (3H, m), 6.80- 

6.91 (3H, m), 5.44 (2H, s), 3.23 (2H, s), 2.71 (2H, t, J=7.4Hz), 2.65 (2H, t, 
J=7.4Hz), 2.38 (3H, s), 1.93 (2H, tt, J=7.4, 7.4Hz) 0 
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mum 2 do) 

6- (2- (2- (5-^f-^-2-7x-;^^/-;i'- 4 --f ;u) -x h 

5 

O 




TLC : Rf 0.50(^nn*;i/A : ^^y-;V=l 0 : 1); 

NMR (CDC1 3 ) : S 7.95-8.00 (2H, m), 7.39-7.44 (3H, m), 7.07-7. 17 (2H, m), 6.81- 
10 6.88 (2H, m), 4.23 (2H, t, J=6.7Hz), 3.00 (2H, t, J=6.7Hz), 2.57 (2H, t, J=7.3Hz), 
2.37 (3H, s), 2.30 (2H, t, J=7.4Hz), 1.46-1.69 (4H, m), 1.22-1.40 (2H, m) 0 

mm (1 1) 

2- (3- (tT7x-;u-4->f h + y) 7i-*^fW) gfc$ 




TLC : Rf 0.39 (SK^*-^) I 

NMR (CDCI3) : S 7.60-7.64 (4H, m), 7.22-7.53 (6H, m), 6.89-7.02 (3H, m), 5. 11 
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(2H, s), 3.83 (2H, s), 3.10 (2H, s) 0 

2- (3- (2- (5-^f^-2-7xzWHy-^-4-fM .x h 
5 7x^^fm) ftft 



TLC:Rf 0.33 #|{xf;l/) ; 
10 NMR (CDC1 3 ) : £ 7.95-8.00 (2H, m), 7.40-7.47 (3H, m), 7.21 (1H, dd, J=8.0, 
8.0Hz), 7.03 (1H, dd, J=2.0, 1.0Hz), 6.88 (1H, ddd, J=8.0, 3.0, 2.0Hz), 6.81 (1H, 
ddd, J=8.0, 3.0, l.OHz), 4.28 (2H, t, J= 7.5Hz), 3.86 (2H, s), 3.16 (2H, s), 2.98 (2H, 
t, J=7.5Hz), 2.39 (3H, s)o 

15 mmm2 (13) 

5- (2- (2- (5-^^;U-2-7x-^^^-9-V-;l/-4--f^) 
*v) 7i~;i/) s<y?>& 



TLC:Rf 0.58 (?nn*;i^ : ^^y-;i/=g : 1); 

NMR (CDCI3) : S 8.00-7.95 (2H, m), 7.50-7.35 (3H, m), 7.20-7.05 (2H, m), 6.90- 
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6.80 (2H, m), 4.25 (2H, t, J = 7 Hz), 3.05 (2H f t, J = 7 Hz), 2.60 (2H, t, J = 7 Hz), 
2.40 (3H, s), 2.35 (2H, t, J = 6 Hz), 1.80-1.50 (4H, m) 0 

^*fcfll2 (14) 

5 6- (2- (4- (4-pt^^7i-;U) f7V-^-2-'fWh^» 7 




10 TLC : Rf 0.76 ; 

NMR (CDC1 3 ) : 5 7.79 (2H, d, J=8.4Hz), 7.44 (1H, s), 7.15-7.26 (4H, m), 6.91- 

6.98 (2H, m), 5.41 (2H, s), 2.73 (2H, t, J=7.4Hz), 2.38 (3H, s), 2.36 (2H, t, 
J=7.3Hz), 1.62-1.78 (4H, m), 1.37-1.52 (2H, m) 0 

is mmm2 a 5) 

2- (3- (3- (2- (5-^f;i'-2-7x-j^W-^-4-'f;i/) 




20 

TLC : Rf 0.42(^nn*;l/A : pi^y-;U=l 0 : 1); 
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NMR (CDQ 3 ) : S 7.94-7.98 (m, 2H), 7.41-7.44 (m, 3H), 7.16 (dd, J = 7.7, 7.7 Hz, 
1H), 6.89 (m, 1H), 6.72-6.76 (m, 2H), 4.29 (t, J = 7.2 Hz, 2H), 3.23 (s, 2H), 3.01 (t, 
J = 7.2 Hz, 2H), 2.72 (t, J = 6.7 Hz, 2H), 2.66 (t, J = 6.7 Hz, 2H), 2.40 (s, 3H), 1.94 
(tt, J = 6.7, 6.7 Hz, 2H) 0 

5 

^*fc^!2 (1 6) 

2- (3- (2- (tT7i-;l/-4-^ )V) x^y) 7a-;MWt) 

mm 



10 




TLC: Rf 0.43(^nn*;i/A : p«^y-;u=i 0 I 1); 

NMR (CDa 3 ) : d 7.52-7.61 (m, 4H), 7.34-7.47 (m, 5H), 7.23 (dd, J = 8.0, 8.0 Hz, 
1H), 6.80-6.92 (m, 3H), 4.21 (t, J = 6.8 Hz, 2H), 3.81 (s, 2H), 3.14 (t, J = 6.8 Hz, 
15 2H), 3.11 (s, 2H) 0 

*mm2 (1 7) 

2- (4-^dd-3- (2- (5-^f;V-2-7xz;l/tn N /-^-4 

-4)1,) j-h^-'y) 7xz;Mwt) mm 
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TLC: Rf 0.38 (tK: *9 J—fr '. ^nn*M=l : 10 : 100); 
NMR (CDC1 3 ) : $ 7.99 (m, 2H), 7.50-7.40 (m. 3H), 7.28 (d, J = 8.0 Hz, 1H), 7. 15 
(d, J = 2.0 Hz, 1H), 6.82 (dd, J = 8.0, 2.0 Hz, 1H), 6.30 (br., 1H), 4.38 (t, J = 6.5 Hz, 
2H), 3.85 (s, 2H), 3.18 (s, 2H), 3.03 (t, J = 6.5 Hz, 2H), 2.42 (s, 3H) 0 



mm m a g) 

2- (4-^00-3- (4- f-7V-;U-2 -4 )b 



TLC : Rf 0.42 :*9J—*\ ?un*;WA = 1 : 10 : 100); 
NMR (CDCI3) : S 7.73 (d, J = 8.0 Hz, 2H), 7.44 (s. 1H), 7.33 (d, J = 8.0 Hz, 1H), 
7.22 (d, J = 8.0 Hz, 2H), 7. 11 (d, J = 2.0 Hz, 1H), 6.91 (dd, J = 8.0, 2.0 Hz, 1H), 
15 5.50 (s, 2H), 3.80 (s, 2H), 3.04 (s, 2H), 2.37 (s, 3H) D 

**«2 (1 9) 

2- (3- (tT7x-;i/-4 h^rv) -4-^nD7x-;P^f ;i/f 



10 
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TLC:Rf 0.34 (tK: *9 ^DO^A=l : 10 : 100); 

NMR (CDQ 3 ) : S 7.65-7.35 (m, 9H), 7.33 (d, J = 8.0 Hz, 1H), 7.01 (d, J = 2.0 Hz, 

1H), 6.87 (dd, J m 8.0, 2.0 Hz, 1H), 5.20 (s, 2H), 3.79 (s, 2H), 3.02 (s, 2H) 0 

2- (3- ( (2E) -3- (1^7x^-4-^) -/n^-***^) y 




TLC:Rf 0.29(^nn^;WA : ^ ^y-;W= 1 0 : 1) ; 

NMR(CDC1 3 ) : 3 7.22-7.62 (m, 10H), 6.74-6.97 (m, 4H), 6.45 (dt, J = 16.0, 5.6 
Hz, 1H), 4.73 (d, J = 5.6 Hz, 2H), 3.84 (s, 2H), 3.12 (s, 2H)o 

2- (3- (3- (lf7i-;U-4 )V) yn^y) 7xsw.f*ft) 
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TLC:Rf 0.29(*nn*;UA : >*y-;u=2 0 : 1); 
5 NMR (CDCI3) : $ 7.19-7.61 (m, 10H), 6.78-6.93 (m, 3H), 4.00 (t, J = 6.1 Hz, 2H), 

3.82 (s, 2H), 3.12 (s, 2H), 2.86 (t, J = 7.6 Hz, 2H), 2.14 (tt, J = 7.6, 6.1 Hz, 2H) G 
mm (2 2) 

2- (3- (2- (5-^f^-2-7x-mty-;l'-4-'fM x h 
10 *v) 7xCJl/) ' tl-frJ-ZT-fr 




TLC : Rf 0.52(^nn*;l/A : >^y-;i/=9 : 1); 
15 NMR (CDC1 3 ) : 8 8.00-7.90 (m, 2H), 7.45-7.35 (m, 3H), 7.20 (t, J = 7.5 Hz, 1H), 

6.90-6.75 (m, 3H), 4.20 (t, J = 7 Hz, 2H, ), 3.60 (s, 2H), 2.95 (t, J = 7 Hz, 2H), 
2.35(s, 3H) 0 

mm (2 3) 

20 2 - (3 - (f7x-;i/-4-^JM^y) M 'J V > - 5 -A fr* 
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OH 



TLC:Rf o.i4 (tK: * 9. J -fr \ ^on*ji/A=i : io: 100); 

5 NMR (DMSO-dg) : 8 8.27 (d, J = 3.0 Hz, 1H), 8.12 (d, J = 1.5 Hz, 1H), 7.75-7.30 
(m, 10H), 5.23 (s, 2H), 3.83 (s, 2H), 3.15 (s, 2H) 0 

**«2 (2 4) 

2- (3- (4* -7 f ntr;i/tf7jc-;i/-4-^;t'P< h*v) 7x-jMf^ 
10 wm 



TLC : Rf 0.41 (6fc$.x^;i/) ; 
15 NMR (CDC1 3 ) : 6 7.60 (d, J = 8.3 Hz, 2H), 7.51 (d, J = 8.2 Hz, 2H), 7.48 (d, J = 
8.3 Hz, 2H), 7.26 (dd, J = 7.8, 7.8 Hz, 1H), 7.25 (d, J = 8.2 Hz, 2H), 6.88-7.01 (m, 
3H), 5. 10 (s, 2H), 3.83 (s, 2 H), 3. 10 (s, 2H), 2.63 (t, J = 7.4 Hz, 2H), 1.68 (tq, J = 
7.4, 7.4 Hz, 2H), 0.97 (t, J = 7.4 Hz, 3H) Q 
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mmm (25) 

2- (3- (4- (\£ } )P>-4-^ fr) 7x^MF^y) 7x-;Mf^ 



5 




TLC :Rf 0.47 (^nn*;^ ; *?y-)U=5 ; 1); 

NMR (CDCI3 + 17 drops of CD3OD) : S 8.53 (d, J = 5.8 Hz, 2H), 7.61 (d, J = 8.0 

Hz, 2H), 7.49-7.52 (m, 4H), 7. 18 (dd, J = 7.7, 7.7 Hz, 1H), 6.80-6.95 (m, 3H), 5.07 
10 (s, 2H), 3.76 (s, 2H), 3.02 (s, 2H) C 

mmM2 (2 6) 

2 - (3- (4- (tf'J Vs-Z-Jfr) 7x-;Ml-+y) 




TLC:Rf 0.44(^nn*;UA : > ^y-;U=5 : 1) ; 

NMR (DMSO-dg) : S 8.88 (d, J = 1.5 Hz, 1H), 8.56 (dd, J =4.8, 1.5 Hz. 1H), 8.05 
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(m, 1H), 7.72 (d, J = 8.0 Hz, 2H), 7.54 (d, J - 8.0 Hz, 2H), 7.48 (m, 1H), 7. 19 (dd, J 
= 8.0, 8.0 Hz, 1H), 6.86-6.9 9 (m, 3H), 5.11 (s, 2H), 3.73 (s, 2H), 2.99 (s, 2H) C 

(27) 

5 2- (3- (4- (1, 3-$>*3MM >^>-5->f fr) 7x^Mh^fy) 



10 TLC:Rf 0.28 (^nn^;i/A : ^ ^y-;i/= 1 0 I 1)| 

NMR (CDC1 3 ) : S 7.53 (d, J = 8. 1 Hz, 2H), 7.47 (d, J = 8.1 Hz, 2H), 7.26 (dd, J = 
7.8, 7.8 Hz, 1H), 6.86-7.07 (m, 6H), 6.00 (s, 2H), 5.09 (s, 2H), 3.83 (s, 2H), 3. 10 (s, 
2H) 0 • 

15 mm <2fi) 

2- (3- (4- {\£vvy-2-4 )\<) 7x-w h+y) 7x-wf^ 
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TLC:Rf 0.50(?nn*;i/A : * ? J \ 0 : 1) ; 

NMR (CTK3 3 +3 drops of CD 3 OD) : 8 8.64 (ddd, J = 5.0, 1.6, 1.4 Hz, 1H), 7.90 (d, 

J = 8.6 Hz, 2H), 7.67-7.82 (m, 2H), 7.51 (d, J = 8.6 Hz, 2H), 7.18-7.29 (m, 2H), 
5 6.84-6.94 (m, 3H), 5.13 (s, 2H), 3 .77 (s, 2H), 3.00 (s, 2H) 0 

-m m (29) 

2- (5- (fcf7 4 h^rv) -2--Fn7x-ww 




TLC:Rf 0.40(^no*;i/A : ^^/-;i/= 1 0 : 1) ; 

NMR (CDCI3) : 8 8. 16 (d, J = 9.0 Hz, 1H), 7.56-7.65 (m, 4H), 7.32-7.51 (m, 5H), 

15 7.04 (d, J = 2.8 Hz, 1H), 6.99 (dd, J = 9.0, 2.8 Hz, 1H), 5.21 (s, 2H), 4.25 (s, 2H), 
3.09 (s, 2H) 0 

mm (3 0) 

2- (3- (\£7jl-)U-4 -4 fr* -4--hD7x-;^W 
20 *) 
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0 2 N 



"flLCrRf 0.25(*nn*;i/A : *?J-)V=l 0 I 1); 

NMR (ODa 3 ) : S 7.85 (d, J = 8.4 Hz, 1H), 7.35-7.64 (m, 9H), 7.17 (d, J = 1.6 Hz, 
5 1H), 7.00 (dd, J = 8.4, 1.6 Hz, 1H), 5.29 (s, 2H), 3.84 (s, 2H), 3.03 (s, 2H)» 

2- (3- (4- (1, 3 >r>-4-^()V) 7x.-)l<* h*v) 



TLC:Rf 0.35(?nn*;i/A : * *;-)\,= 1 0 : 1) ; 

NMR (CDC1 3 ) : d 7.73 (d, J = 8.5 Hz, 2H), 7.50 (d, J = 8.5 Hz, 2H), 7.25 (dd, J = 
15 8.0, 8.0 Hz, 1H), 6.80-7.08 (m, 6H), 6.01 (s, 2H), 5. 11 (s, 2H), 3.82 (s, 2H), 3.08 (s, 
2H) 0 

mmm (32) 

2- (3- (2-7x-W7-Jl'-4-'f)MF^y) 7i-;Mf^f 

159 
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*) ft® 




5 TLC:Rf 0.42 n d : > 9 J ->U= 1 0 : 1 ) ; 

NMR (CDC1 3 ) : 8 8.80 (brs, 1H), 7.90-7.96 (m, 2H), 7.40-7.45 (m, 3H), 7.32 (s, 
1H), 7.25 (dd, J = 7.8, 7.8 Hz, 1H), 6.89-7.03 (m, 3H), 5.27 (s, 2H), 3.82 (s, 2H), 
3.09 (s, 2H)o 

10 mmm (33) 

2- (3- (2- (5->f-;U-2- (4->f^7x^) 
4-4*) xK-» 7x^;MfHt) ft® 




15 

TLC:Rf 0.42(?nn*;l/i> : ;-)V=l o : 1) ; 

NMR (CDCI3) : S 7.86 (d, J = 8.0 Hz, 2H), 7.25-7. 17 (m, 3H), 7.07 (s, 1H), 6. 88 

(d, J = 7.8 Hz, 1H), 6.80 (dd, J = 8.0, 1.4 Hz, 1H), 4.29 (t, J = 7.7 Hz, 2H), 3.87 (s, 
2H), 3.18 (s, 2H), 2.96 (t, J = 7.7 Hz, 2H), 2.39 (s, 3H), 2.37 (s, 3H) C 

20 

mm (3 4) 

2- (3- (2- (2-7x-W , /-^-4-^) xh^rv) 
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TLCtRf o.46(^on*;vA : ^ ^y-;w= i o : l) ; 

5 NMR(CDd 3 ): S 7.90-7.95 (m, 2H), 7.39-7.46 (m, 3H), 7.23 (dd, J = 7.8, 7.8 Hz, 
1H), 7.08 (s, 1H), 6.81-6.98 (m, 3H), 4.38 (t, J = 7.0 Hz, 2H), 3.83 (s, 2H), 3.30 (t, J 
= 7.0Hz,2H), 3.12 (s, 2H) 0 

^^12 (3 5) 

10 2- (3- (2- (5-*f-*-2- {4-h')7A'*u*W7*—fr) * 




15 TLC:Rf 0.27 n n*;WA : * * y -;l/= 1 0 I 1 ) ; 

NMR (CDC1 3 ) : 8 8.09 (d, J = 9.0 Hz, 2H), 7.70 (d, J = 9.0 Hz, 2H), 7.22 - 6.79 
(m, 4H), 4.29 (t, J = 7.5 Hz, 2H), 3.86 (s, 2H), 3.17 (s, 2H), 2.99 (t, J = 7.5 Hz, 2H), 
2.42 (s, 3H) 0 

20 ^mm2 (3 6) 

2- (3- (2- (2-7i-)^H , /-^-4-^P) xh^fy) 7*- 
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TLC : Rf o.34(?nn*;WA ; > f? ; -)V= l 0 : 1) ; 

NMR (CDCI3) : 8 7.99-8.04 (m, 2H), 7.58 (s, 1H), 7.42-7.47 (m, 3H), 7.23 (dd, J 
5 = 7.7, 7.7 Hz, 1H), 6.89-6.95 (m, 2H), 6.83 (dd, J = 7.7, 2.5 Hz, 1H), 4.30 (t, J = 7. 1 
Hz, 2H), 3.84 (s, 2H), 3.14 (s, 2H), 3.08 (t, J = 7.1 Hz, 2H) 0 

mtt2 (3 7) 

2- (3- (2- (5 2 - (4-7^*D7jl-A/) **-9- % /-JI/ 

10 -4-4*) iKv) 7iiWW*) 



TLC : Rf 0.39 (?DD*K : * *y-;U = 10: 1) ; 
15 NMR (CDa 3 ) : d 7.97 (dd, J = 8.8, 5.2 Hz, 2H), 7.24-7.07 (m, 3H), 6.97 (m, 1H), 
6.89 (d, J = 7.6 Hz. 1H), 6.79 (dd, J = 8.0, 1.8 Hz. 1H), 4.25 (t, J = 7.1 Hz, 2H), 
3.82 (s, 2H), 3.13 (s, 2H), 2.9 7 (t, J = 7.1 Hz, 2H), 2.37 (s, 3H) 0 

20 2- (3 - (2 - (5->f-^-2- (1, >r>-5-4 *) 
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TLC:Rf 0.30(>DO*;UA : * $ J 10:1)1 

NMR (CDCI3) : S 7.53 (d, J = 8.4 Hz, 1H), 7.44 (d, J = 2.0 Hz, 1H), 7.21 (t, J = 
5 7.9 Hz, 1H), 7.05 (s, 1H), 6.90-6.78 (m, 3H), 6.02 (s, 2H), 4.27 (t, J = 7.4 Hz, 2H), 
3.87 (s, 2H), 3.18 (s, 2H), 2,95 (t, J = 7.4 Hz, 2H), 2.36 (s, 3H) Q 

mmM2 (3 9) 

5- (3- (3- (5->f*-2-7iiA'tW-*-4-'f*) 7*n 
10 #*v) 7i-^) s<>9y& 




TLC : Rf 0.63(^nu*;l/A : p«^y-;W=9 : 1); 
15 NMR (CDCI3) : 8 8.05 -7.95 (m, 2H), 7.50-7.40 (m, 3H), 7. 15 (m, 1H), 6. 80-6.70 

(m, 3H), 4.00 (t, J = 6 Hz, 2H), 2.75 (t, J = 7 Hz, 2H), 2.60 (m, 2H), 2.35 (m, 2H), 
2.30 (s, 3H), 2.15 (m, 2H), 1.75-1.60 (m, 4H) C 

mm UP) 

20 2 - (3 - (2 - (5-*^;U-2- (4-^DD7x^) *WS-A'- 
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TLC:Rf 0.29(^nn*;PA : * ?j-)\,= 1 0 I 1) ; 

NMR (CDC1 3 ) : 8 7.92 (d, J = 8.8 Hz, 2H), 7.41 (d, J = 8.8 Hz, 2H), 7.21 (t, J = 
5 7.9 Hz, 1H), 7.02 (m, 1H), 6 89 (d, J = 8.0 Hz, 1H). 6.81 (d, J = 8.0 Hz, 1H), 4.27 (t, 
J = 7.8 Hz, 2H), 3 86 (s, 2H), 3.16 (s, 2H) , 2.97 (t, J = 7.8 Hz, 2H), 2 39 (s, 3H) Q 

3^0112 (4 1) 

2- (3- (5 f ^- 2 - 7i-;i/t^/-^-4 - ;M ^y) 7 
10 &m 




TLC:Rf 0.37(^nn^;UA : ^ ^y-;i/=9 I 1) ; 
15 NMR (CDCI3) : 5 8.05 -7.95 (m, 2H), 7.50-7.40 (m, 3H), 7.25 (dd, J = 7.5, 7.5 Hz, 
1H), 7.05 (m, 1H), 6.95-6.85 (m, 2H), 5.05 (s, 2H), 3.80 (s, 2H), 3.15 (s, 2H), 2.45 
(s, 3H) 0 

I M2 (4 2) 

20 2 - (3 - (3 - (5-^fil'-2-7x-WW-;i'-4-'f^ -fu 
>K*v) 7x-;MfJi/ft) gj=$ 
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TLC:Rf 0.42(^nn^;l/^ : ^ ^y-;p=9 : 1) ; 

NMR (CDCI3) : S 8.00 -7.90 (m, 2H), 7.45-7.40 (m, 3H), 7.25 (dd, J = 8, 8 Hz, 

5 1H), 6.95-6.85 (m, 2H), 6.80 (m, 1H), 4. 15 (t, J = 6.5 Hz, 2H), 3.85 (s, 2H), 3. 10 (s, 
2H), 2.65 (t, J = 7.5 Hz, 2H), 2.30 (s, 3H), 2.10 (m, 2H) e 

mWM2 (4 3) 

2- (3- (2- (5 - ^f^- 2-7x-;^^rt , /-;l/-4-^JV) x f 

10 *v) 7x-;i/) - 2 -^f-^n/ogg 




TLC :Rf 0.51 (^nn^W : * ?;-)\,= \ 0 : 1) ; 
15 NMR (CDCI3) : 8 7.96-8.01 (m, 2H), 7.40-7.45 (m, 3H), 7.22 (dd, J = 8.0, 8.0 Hz, 
1H), 6.92-6.98 (m, 2H), 6.78 (m, 1H), 4.22 (t, J = 6.6 Hz, 2H), 2.98 (t, J = 6.6 Hz, 
2H), 2.36 (s, 3H), 1.57 (s, 6H ) 0 

**«2 (4 4) 

20 2 - (3 - (2 - (5 2- (2 -* fJP7x-^) tWV-JU- 
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TLC :Rf 0.38(^on*;i/A : > ?;-)\,= 1 0 : 1) ; 

NMR (CDC1 3 ) : S 7.89 (m, 1H), 7.33-7. 17 (m, 4H), 6.99-6.79 (m, 3H), 4.29 (t, J = 
5 7.2 Hz, 2H), 3.83 (s, 2H), 3.12 (s, 2H), 2.99 (t, J = 7.2 Hz, 2H), 2.61 (s, 3H), 2.39 (s, 
3H) 0 

**«2 (4 5) 

2- (3- (2- (5 2- 
10 4-4)\s) 7 x^JM 




TLC:Rf 0.39(^nn*;U2^ : pt^y-;u=l 0 : 1); 
15 NMR (CDCI3) : 8 7.79 (m, 2H), 7.37-7. 17 (m, 3H), 7.03 (m, 1H), 6.88 (d, J = 7.4 

Hz, 1H), 6.81 (m, 1H), 4.28 (t, J = 7.2 Hz, 2H), 3.86 (s, 2H), 3. 16 (s, 2H), 2.98 (t, J 
= 7.2 Hz, 2H), 2.40 (s, 3H), 2.39 (s, 3H) 0 

mm m (4 6) 

20 2- (3 - (2 - (5 -^;U-2 - (4-> b4rv7jt-/U) fr***/-/!, 
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OH 



TLC:Rf 0.43(^no^;i/A : l 0 : 1) ; 

NMR (CDQ 3 ) : S 7.92 (d, J = 9.0 Hz, 2H), 7.20 (dd, J = 7.9, 7.9 Hz, 1H), 7.05 (m, 
5 1H), 6.95 (d, J = 9.0 Hz, 2H), 6.78-6.90 (m, 2H), 4.27 (t, J = 7.4 Hz, 2H), 3.86 (s, 
2H), 3.85 (s, 3H), 3.17 (s, 2H), 2.96 (t, J = 7.4 Hz, 2H), 2.36 (s, 3H) C 

**«2 (4 7) 

2- (3- (2- (5 - (4--hn7x-)l/) t^^V-)V- 




OH 



TLC :Rf 0.48(^nn^;UA : ^^y-;U=9 : 1); 
15 NMR(CDC1 3 ): <5 8.29 (d, J = 9.0 Hz, 2H), 8.13 (d, J = 9.0 Hz, 2H), 7.22 (dd, J = 
8.0, 8.0 Hz, 1H), 6.88-6.94 (m, 2H), 6.80 (dd, J = 8.0, 1.6 Hz, 1H), 4.27 (t, J » 6.5 
Hz, 2H), 3.82 (s, 2H), 3.13 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.43 (s, 3H) C 

mm (481 

20 2 - (3 - (2 - ( 5 - ^ f ^ - 2 - 7i-;i/i#ty-;i/- 4 - ^ ^) x|. 
*v) -5-^no7x-;MfW) Bf& 
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TLC : Rf 0.26(?no*;WA : * ? J -)U : t}c= 1 0 0 : 1 0 : 1 ) ; 
NMR (CDC1 3 ) : 8 7.95-8.00 (m, 2H), 7.41-7.47 (ra, 3H), 6.93 (m, 1H), 6.89 (m, 
5 1H), 6.81 (dd, J = 2.0, 2.0 Hz, 1H), 4.27 (t, J = 7.2 Hz, 2H), 3.81 (s, 2H), 3. 17 (s, 
2H), 2.97 (t, J = 7.2 Hz, 2H), 2. 39 (s, 3H) 0 

*tt«2 (4 9) 

2- (3- (2- (5 - ^ f ^- 2 - 7x-;i/tH > /-il'- 4 - ^f;i/) x|> 
10 *v) - 2-^f^7x^Mfm) &WL 




TLC : Rf 0.29(^oo*;i/A : ^ ^y-;i/= l 0 : 1) ; 
15 NMR (CDCI3) : S 8.00-7.95 (m, 2H), 7.45-7.40 (m, 3H). 7.06 (t, J = 8.0 Hz, 1H), 
6.85-6.78 (m, 2H), 4.23 (t, J = 6.5 Hz, 2H), 3.84 (s, 2H), 3.13 (s, 2H), 3.01 (t, J = 
6.5 Hz, 2H), 2.38 (s, 3H), 2.22 (s, 3H) e 

*tt H2 (5 0) 

20 2- (1 - (3- (2 - (5-^f^-2-7x^Wty-;i/-4-^M 
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TLC : Rf 0.38(^nn*;i/^ : * *y-;i/ = 10:1); 

NMR (CDCI3) : 8 8.00-7.94 (m, 2H), 7.46-7.39 (m, 3H), 7.23 (t, J = 7.8 Hz, 1H), 
5 7.01 (brs, 1H), 6.93 (bid, J = 8.0 Hz, 1H), 6.83-6.78 (m, 1H), 4.27 (t, J = 7.2 Hz, 
2H), 4.18 (q, J =7.0 Hz, 1H), 3.06 (d, J = 15.6 Hz, 1H), 3.04(d, J= 15.6 Hz, 1H), 
2.96 (t, J = 7.2 Hz, 2H), 2.38 (s, 3H), 1.58 (d, J = 7.0 Hz, 3H) 0 

**«2 (5 1) 

10 2- (3- (2- (5-^fJi/-2-7x-;^W-;i'-4-Y;i') -1 




15 TLC: Rf 0.37 n n*;i/A : * 9 J ~)V= 1 0 I 1 ) ; 

NMR (CDCI3) : S 8.00-7.94 (m, 2H), 7.45-7.38 (m, 3H), 7. 18 (t, J = 7.2 Hz, 1H), 
7.04 (brs, 1H), 6.89-6.77 (m, 2H), 4.77 (m, 1H), 3.83 (s, 2H), 3. 16 (d, J = 15.0 Hz, 
1H), 3.10 (d, J = 15.0 Hz, 1H), 3.01 (dd, J = 14.2, 5.4Hz, 1H), 2.63 (dd, J = 14.2, 
7.8 Hz, 1H), 2.35 (s, 3H), 1.34 (d, J = 6.2 Hz, 3H) 0 

20 

mm (5 2) 

2- (3- (2- (5- h 'J 7^tn^f;i/-2 -7x^^W- >u-4 
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TLC:Rf 0.23(^nn*;UA : ^^y-;i/=2 0 : 1); 
5 NMR. (CDC1 3 ) : £ 8. 10-8.01 (m, 2H), 7.58-7.42 (m, 3H), 7.22 (t, J = 8.0Hz, 1H), 

6.96-6.87 (m, 2H), 6.81 (m, 1H), 4.31 (t, J = 7.0 Hz, 2H), 3.81 (s, 2H), 3.20 (t, J = 
7.0Hz,2H), 3.10 (s, 2H) 0 

mmm 2 (53) 

10 2- (3- (2- (5->fil/-2-7x-jl/^W-Jl'-4-'f;i') -fu 




15 TLC:Rf 0.38 : f|=&J^;l/ = 1 : 3) ; 

NMR (CDC1 3 ) : 8 8.00-7.91 (m, 2H), 7.38-7.33 (m, 3H), 7.06 (t, J = 8.0 Hz, 1H), 
6.83-6.67 (m, 3H), 4.18-3.94 (m, 2H), 3.67 (s, 2H), 3.15 (m, 1H), 3.08 (s, 2H), 2.31 
(s, 3H), 1.34 (d, J = 7.0 Hz, 3H) 0 

20 mmm (54) 

2- (3- (2- (5-^f;i'-2-7x-;vw/-^-4-'f )U) xh 
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TLC:Rf 0.37(^nn*;l/A : *?;-)U= 1 0 : 1); 

NMR (CD3OD) : $ 7.98-7.93 (m, 2H), 7.50-7.41 (m, 3H), 7. 15 (t, J = 7.8 Hz, 1H), 

5 6.94-6.86 (m, 2H), 6.76 (m, 1H), 4.24 (t, J = 6.6 Hz, 2H), 3.73 (d, J = 13.2 Hz, 1H), 
3.72 (d, 13.2 Hz, 1H) 3.27 (q, J = 7.0 Hz, 1H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H), 
1.34 (d, J = 7.0 Hz, 3H) 0 

mmm2 (55) 

10 2- (3- (2- (5 -*T)V-2- (4-xf)V7x-;i/) f fr- 




15 TLC :Rf 0.33 : * ? J -fr '. ?no*;l/A = 1 : 10 : 100); 

NMR (CDa 3 ) : S 7. 88 (d, J = 8.5 Hz, 2H), 7. 26 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 
8.0, 8.0 Hz, 1H), 7.01 (d, J = 2.5 Hz, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 
2.5 Hz, 1H), 4.26 (t, J = 7.0 Hz, 2H), 3.8 4 (s, 2H), 3.15 (s, 2H), 2.97 (t, J = 7.0 Hz, 
2H), 2.68 (q, J = 7.5 Hz, 2H), 2.37 (s, 3H), 1.25 (t, J = 7.5 Hz, 3H) 0 

20 

mmm (5 6) 

2- (3- (2- (5 2- (2, 2-/7^0-1, 3-v** 
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F 



5 TLC:Rf 0.31 (tK : *9S-fU : ^nn*W=l : 10: 100); 

NMR (CDC1 3 ) : 8 7.75 (dd, J = 8.5, 2.0 Hz, 1H), 7.69 (d, J = 2.0 Hz, 1H), 7.21 
(dd, J = 8.0, 8.0 Hz, 1H), 7. 11 (d, J = 8.5 Hz, 1H), 6.96 (d, J = 2.5 Hz, 1H), 6.89 (d, 
J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 2.5 Hz, 1 H), 4.25 (t, J = 7.0 Hz, 2H), 3.83 (s, 2H), 
3.14 (s, 2H), 2.97 (t, J = 7.0 Hz, 2H), 2.38 (s, 3H)» 

10 

1112 (5 7) 

2- (3- (2- (5-^f-;U-2- (4-ynt>7i-^) ***yV-)V 



15 




TLC:Rf 0.50(>jt *9 J-fr \ ^nn*M=l : 10: 100); 
NMR (CDC1 3 ) : 8 7. 88 (d, J = 8.5 Hz, 2H), 7.24 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 
8.0, 8.0 Hz, 1H), 7.02 (d, J = 2.5 Hz, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.80 (dd, J » 8.0, 
20 2.5 Hz, 1H), 4.27 (t, J = 7.5 Hz, 2H), 3.8 5 (s, 2H), 3.16 (s, 2H), 2.97 (t, J - 7.5 Hz, 
2H), 2.62 (t, J = 7.5 Hz, 2H), 2.37 (s, 3H), 1.65 (m, 2H), 0.94 (t, J = 7.5 Hz, 3H) 0 
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mm (5 8) 

2- (3- (2- (5->f-;u-2- (4--f V^ntf;i/7i-JU) **-9-y* 



5 




HjC:Rf o.53(^K: *9 ?nD*M=i : io: 100); 

NMR (CDC1 3 ) : S 7.89 (d, J = 8.0 Hz, 2H), 7.29 (d, J = 8.0 Hz, 2H), 7.21 (dd, J = 
8.0, 8.0 Hz, 1H), 7.06 (d, J = 2.5 Hz, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.81 (dd, J = 8.0, 
10 2.5 Hz, 1H), 4.28 (t, J = 7.5 Hz, 2H), 3.8 7 (s, 2H), 3. 17 (s, 2H), 2.97 (t, J = 7.5 Hz, 
2H), 2.94 (m, 1H), 2.38 (s, 3H), 1.26 (d, J = 7.0 Hz, 6H) 0 

2- (3- (2- (5-^f^-2-7i-W/-;i/-4-'f^) x 
15 v) 7x^^)1?^^) WfWL 




TLC : Rf 0.32 n o : ^ 9 J -JU= 1 0 : 1)1 
20 NMR (CDCI3) : S 7.88-7.82 (m, 2H), 7.45-7.34 (m, 3H), 7.21 (t, J = 7.8 Hz, 1H), 
6.98 (m, 1H), 6.92-6.77 (m, 2H), 4.33 (t, J = 7.2 Hz, 2H), 3.83 (s, 2H), 3.20 (t, J = 
7.2 Hz, 2H), 3.12 (s, 2H), 2.47 (s, 3H) C 
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mm&2 (6 0) 

2- (3- (2- (5 2- (4-7f^7x^;i/) 




TLC:Rf o.43(^dd^;wa : > ^y-;w=9 : l) ; 

NMR (CDC1 3 ) : $ 7.85 (d, J = 7 Hz, 2H), 7.30-7.05 (m, 3H), 7.05 (brs, 1H), 6.90- 
6.75 (m, 2H), 4.30 (t, J = 8 Hz, 2H), 3.85 (s, 2H), 3.20 (s, 2H), 2.95 (t, J = 8 Hz, 2H), 
2.60 (t, J = 8 Hz, 2H), 2.40 (s, 3H), 1.60 (m, 2H), 1.35 (m, 2H), 0.95 (t, J = 7 Hz, 
3H) 0 

m m 2 (en 

2- (3- (2- (5-xf;i/-2-7x-;vi^tv*-;i/-4-'f;i/) xh 




TLC:Rf 0.63(^nn*;l/A : pt^y-;i/=5 : 1); 

NMR (CDCI3) : 5 7.96-8.01 (m, 2H), 7.40-7.47 (m, 3H), 7.21 (dd, J = 7.8, 7.8 Hz, 
1H), 7.04 (m, 1H), 6.88 (d, J = 7.8 Hz, 1H), 6.81 (dd, J = 7.8, 2.4 Hz, 1H), 4.28 (t, J 
= 7.5 Hz, 2H), 3.86 (s, 2H) , 3. 17 (s, 2H), 2.98 (t, J = 7.5 Hz, 2H), 2.75 (q, J = 7.4 
Hz, 2H), 1.31 (t, J = 7.4 Hz, 3H)„ 
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mm (£21 

2- (3- (2- (5-^f-;W-2- (2, 3, 5, 6-f h77;i/to-4 
5 Bfc& 




F F 



TLC: Rf 0.33(^on*;UA : p<^y-;l/= 1 5 I 1) ; 
10 NMR (CDC1 3 ) : 5 7.21 (t, J = 7.8 Hz, 1H), 6.97-6.75 (m, 3H), 4.26 (t, J = 7.0 Hz, 

2H), 3.82 (s, 2H), 3.12 (s, 2H), 3.02 (t, J = 7.0 Hz, 2H), 2.42 (s, 3H), 2.33 (m, 3H) Q 

2- (3- (2- (5-^^-2- (4-^>f)1^7x-;i/) **^v*-;u 
15 xh^y) 7x^;Mf;uft) Bfc$ 




TLC:Rf 0.50(^nn*;i/A : > ^y-;i/=9 I 1) ; 
20 NMR (CDCI3) : 8 7.90 (d, J = 8 Hz, 2H), 7.30-7. 15 (m, 3H), 7.05 (br., 1H), 6.90- 
6.75 (m, 2H), 4.30 (t, J = 8 Hz, 2H), 3.90 (s, 2H), 3.20 (s, 2H), 3.00 (t, J = 8 Hz, 2H), 
2.65 (t, J = 8 Hz, 2H), 2.40 (s, 3H), 1.60 (m, 2H), 1.45-1.20 (m, 4H), 0.90 (t, J = 7 
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Hz, 3H)o 
IM2 (6 4) 

2- (3- (2- 2- (3-^DD-4-^ffl/7x;)t/) * 

5 ^•9-y-;w-4-'f;w) ^h^v) 7x^wwt) gfc$ 




TLC :Rf 0.63(?nn*;UA : * 9;-)V=5 : 1) ; 
10 NMR (CDCI3) : 5 7.95 (d, J = 1.8 Hz, 1H), 7.76 (dd, J = 8.0, 1.8 Hz, 1H), 7.29 (d, 
J = 8.0Hz, 1H), 7.21 (dd, J = 7.8, 7.8 Hz, 1H), 6.99 (m, 1H), 6.89 (m, 1H), 6.80 (m, 
1H), 4.26 (t, J - 7.1 Hz, 2 H), 3.84 (s, 2H), 3.15 (s, 2H), 2.97 (t, J = 7.1 Hz, 2H), ... 
2.40 (s, 3H), 2.38 (s, 3H) 0 

15 &mm2 (6 5) 

2- (3- (2- (5-^f-^-2-v?n^v/^*Hfy*-;u-4-^;l') 




20 

TLC:Rf 0.38(^nn^;l/A : pt^y-;l/=9 : 1); 

NMR (CDCI3) : d 7.20 (dd, J = 7.5, 7.5 Hz, 1H), 7.05 (br. 1H), 6.90-6.75 (m, 2H), 
4.20 (t, J = 8 Hz, 2H), 3.90 (s, 2H), 3.20 (s, 2H), 2.85 (t, J = 8 Hz, 2H), 2.25 (s, 3H), 
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2.10-1.20 (m, 10H) o 

2- (3- (2- (5-^^;u-2-v^n^\^v;u^^^V-;v-4--f^) 




TLC:Rf o.22(*nn#;i/A : **/-;i/= i o : l) ; 

NMR (CDC1 3 ) : S 6.96 (m, 1H), 6.76-6.66 (m, 2H), 6.58 (m, 1H), 4.00 (m, 2H), 
10 3.48 (s, 2H), 3.07 (s, 2H), 2.74 (m, 2H), 2.62 (m, 1H), 2.15 (s, 3H), 2.01-1.89 (m, 
2H), 1.80-1.15 (m, 8H) 0 

g*fcfll2 (6 6) 

2- (3- (2- (5-^f-^-2- (4- (2-^f^7 , nt» 7x-)l.) 




CH 3 



TLC:Rf 0.44(^nD*;^:^^-;i/=9 ; i); 
20 NMR (CDCI3) : S 7.90 (d, J = 7 Hz, 2H), 7.30-7. 15 (m, 3H), 7.05 (m, 1H), 6.95- 
6.75 (m, 2H), 4.25 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 3.20 (s, 2H), 3.00 (t, J = 7.5 Hz, 
2H), 2.50 (d, J = 8 Hz, 2H), 2.40 (s, 3H), 1.90 (m, 1H), 0.90 (d, J = 8 Hz, 6H) 0 
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mm 2 (g7) 

2- (3- (2- (5 2- (4-t-W7x-^) 



5 




TLC : Rf OiO(^an*^A I : 1); 

NMR (CDCI3) : 8 7.90 (d, J = 9 Hz, 2H), 7.45 (d, J = 9 Hz, 2H), 7.20 (dd, J = 8, 8 

Hz, 1H), 7.05 (br., 1H), 6.90-6.80 (m, 2H), 4.30 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 
10 3.20 (s, 2H), 3.00 (t, J = 7.5 Hz, 2H), 2.40 (s, 3H), 1.35 (s, 9H)» 

* HM2 (6 8) 

2- (3- (2- (5-*?^- 2- (4->^n^i//l/7z-fl/) **-9- 
V-iu- 4-^/10 x^y) 7x-)Mf)^^) gfc$ 




TLC:Rf 0.65(^nn^;UA : ^^y-;w=9 : 1); 

NMR (CDCI3) : S 7.89 (d, J = 8.5 Hz, 2H), 7.27 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 
20 8.0, 8.0 Hz, 1H), 7.03 (m, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 2.2 Hz, 
1H), 4.27 (t, J = 7.5 Hz, 2H) , 3.85 (s, 2H), 3. 16 (s, 2H), 2.97 (t, J = 7.5 Hz, 2H), 
2.53 (m, 1H), 2.37 (s, 3H), 1.70-1.90 (m, 4H), 1.20-1.52 (m, 6H) 0 
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2- (3- (5-***- 2- (1, 3 >r>-5--()V) 



5 




TLC:Rf 0.40(^nn*;l/A : > ^y-;U= 1 0 : 1) ; 

NMR (CDa 3 ) : <* 7.54 (dd, J = 8.0, 1.8 Hz, 1H), 7.46 (d, J = 1.8 Hz, 1H), 7.21 (d, 
J = 8.0 Hz, 1H), 7.07-7.02 (m, 1H), 6.96-6.82 (m, 3H), 6.02 (s, 2H), 5.00 (s, 2H), 
10 3.78 (s, 2H), 3. 1 1 (s, 2H), 2.42 (s, 3H) Q 

mm (7 0) 

2- (3- (5 2 - (4->fV^u^7i-*) ^^-9-V-;l/- 




TLC : Rf 0.48(^nn*;UA : p< ^y-;U= l 0 I 1) ; 

NMR (GDC1 3 ) : 8 7.92 (d, J = 8.5 Hz, 2H), 7.34-7. 17 (m, 3H), 7.08-7.03 (m, 1H), 
20 6.96-6.84 (m, 2H), 5.02 (s, 2H), 3.78 (s, 2H), 3.11 (s, 2H), 2.94 (sep., J = 7.0 Hz, 
1H), 2.44 (s, 3H), 1.26 (d, J = 7.0 Hz, 6 H) 0 
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mmw2 (7i) 

2- (3- (2- (4-^;w-2-7i^;u**-*V-;i/-5-'ni') h 



TLC:Rf 0.38(^nn*;i/A : ^ ^y-;i/= 1 0 : 1) ; 
NMR (CDC1 3 ) : 8 8.00-7.95 (m, 2H), 7.49-7.37 (m, 3H), 7.22 (t, J = 8.0 Hz, 1H), 
10 6.95-6.76 (m, 3H), 4.23 (U = 7.0 Hz, 2H), 3.81 (s, 2H), 3.15 (t, J = 7.0 Hz, 2H), 
3.10 (s,2H), 2.22 (s, 3H) C 

mtmi (7 2) 

2- (3- (2- (3, 4-^h^>7x-A/) **-9" 

15 V-;U-4--f^) xh^y) 7x^)MfW^) 



TLC:Rf 0.62(^ on*;l/A : * ?;-)V=5 ; 1) ; 
20 NMR (CDCI3) : 5 7.57 (dd, J = 8.5, 2.0 Hz, 1H), 7.51 (d, J = 2.0 Hz, 1H), 7.21 
(dd, J = 8.0, 8.0 Hz, 1H), 7.04 (m, 1H), 6.91 (d, J = 8.5 Hz, 1H), 6.78-6.90 (m, 2H), 
4.28 (t, J = 7.5 Hz, 2H), 3.95 (s, 3H), 3.93 (s, 3H), 3.86 (s, 2H), 3.16 (s, 2H), 2.96 (t, 
J = 7.5 Hz, 2H), 2.38 (s, 3H) C 




H3C-O 




OH 



H 3 c' \=/ O 
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2- (3- (2 -.(5 2- (4- h »j7^tn^ h^->7x-;u) 
-4*) x^y) 7x-;MWi) gfc$ 

5 




TLC : Rf 0.39(^nn*;i/A : > ^y-;i/=9 : 1) ; 

NMR (CDC1 3 ) : 6 8.00 (d, J = 8 Hz, 2H), 7.30 (d, J = 8 Hz, 2H), 7.20 (dd, J = 7.5, 
10 7.5 Hz, 1H), 7.00 (br. 1H) 6.90 (d, J = 7.5 Hz, 1H), 6.80 (dd, J « 7.5, 7.5 Hz, 1 H), 
4.25 (t, J = 7 Hz, 2H), 3.85 (s, 2H), 3.15 (s, 2H), 3.00 (t, J = 7 Hz, 2H), 2.40 (s, 3H) C 

**W2 (7 4) 

2- (3- (2- {5-*f-fr-2- (3, 4, h**/7x.-fr) 
15 *#-9-!/-^-4--f^) 7xi^fm).SS 




TLC : Rf 0.39(^no*;l/A : ^ ^y-;l/=9 : 1); 
20 NMR (CDCI3) : (J 7.25-7.15 (m, 3H), 7.05 (m, 1H), 6.90-6.75 (m, 2H), 4.25 (t, J = 

7.5 Hz, 2H), 3.95 (s, 6H), 3.90 (s, 3H), 3.85 (s, 2H), 3.15 (s, 2H), 2.95 (t, J = 7.5 Hz, 
2H), 2.40 (s, 3H) 0 
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(7 5) 

2- (3- (2- (5-^f-;i/-2- (4-* 1 -4 )V) t 

5 




TLC:Rf 0.26 (Tfc: * 9 J '. ?nD*M=l : 10: 100)1 
NMR (CDa 3 ) : <J 7.14 (dd, J = 7.5, 7.5 Hz, 1H), 6.88 (d, J = 7.5 Hz, 1H), 6.73 
10 (dd, J = 7.5, 2.0 Hz, 1H), 6.70 (d, J = 2.0 Hz, 1H), 4.27 (t, J = 6.5 Hz, 2H), 3.78 (s, 
2H), 3.55 (t, J = 5.0 Hz, 4H), 3.14 (s, 2H), 2.90 (t, J = 6.5 Hz, 2H), 2.85 (t, J = 5.0 
Hz, 4H), 2.51 (s, 3H), 2.19 (s, 3H)„ 

m m (7 6) 

15 2- (3- (2- (5 2 - (4-^fW7x-^) 




20 TLC:Rf 0.33 (tK I > 9 J —to \ ^nn*w = 1110:100); 

NMR (CDC1 3 ) : 8 7.88 (d, J = 8.5 Hz. 2H), 7.27 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 
8.0, 8.0 Hz, 1H), 7.03 (dd, J = 2.5, 2.0 Hz, 1H), 6.88 (ddd, J = 8.0, 2.0, 1.0 Hz, 1H), 
6.80 (ddd, J = 8.0, 2.5, 1.0 Hz, 1H), 4.27 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 3.16 (s, 
2H), 2.96 (t, J = 7.5 Hz, 2H), 2.51 (s, 3H), 2.37 (s, 3H) e 
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mM2 (7 7) 

2- (3- (2- (5-*+A'-2- 2 -4*) 




TLC:Rf 0.55(^nn*;i/^ : ^^y-;i/=5 : 1); 

NMR (CDC1 3 ) : S 8.77 (ddd, J = 4.9, 1.8, 0. 8 Hz, 1H), 8.04 (ddd, J = 8.0, 1.2, 0. 8 
10 Hz, 1H), 7.84 (ddd, J = 8.0, 7.6, 1.8 Hz, 1H), 7.38 (ddd, J = 7.6, 4.9, 1.2 Hz, 1H), 
7.23 (dd, J = 7.8, 7.8 Hz, 1 H), 7.10 (m, 1H), 6.92 (ra, 1H), 6.81 (m, 1H), 4.34 (t, J = 
7.0 Hz, 2H), 3.85 (s, 2H), 3.13 (s, 2H), 2.99 (t, J = 7.0 Hz, 2H), 2.42 (s, 3H) 0 

3^012 (7 8) 

15 2- (3- (2- (5-pt^;U-2- (ft7x>-2-^0 

-4-4)],) jch^v) -7 jL-fr*^-)^*) 




20 TLC:Rf 0.52 n D*;UA : * 9 J 5 I 1 ) ; 

NMR (CDC1 3 ) : 8 7.64 (dd, J = 3.6, 1.2 Hz, 1H), 7.39 (dd, J = 5.0, 1.2 Hz, 1H), 
7.20 (dd, J = 7.8, 7.8 Hz, 1H), 7.09 (dd, J = 5.0, 3.6 Hz, 1H), 7.00 (m, 1H), 6.88 (m, 
1H), 6.80 (m, 1H), 4.25 (t, J= 7.4 Hz, 2H), 3.85 (s, 2H), 3.16 (s, 2H), 2.95 (t, J = 
7.4 Hz, 2H), 2.36 (s, 3H)„ 
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2- (3- (2- (5 - (3-- hn-4 ->f;i/7x-;v) * 




TLC : Rf 0.40 (g^^xf jV) ; 

NMR (CDC1 3 ) : 5 8.52 (s, 1H), 8.07 (d, J = 8.0 Hz, 1H), 7.39 (d, J = 8.0 Hz, 1H), 
10 7.18 (m, 1H), 6.70 - 7.00 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.1 1 (s, 2H), 
2.97 (t, J = 6.6 Hz, 2H), 2.61 (s, 3H), 2. 39 (s, 3H) 0 

•mm (8 0) 

2- (3- (2- (5-^f-;l/-2- (4-y^W^7x-;i/) 
15 V-;u-4->f^) x^-» 7x-;^f;i/ft) 




TLC : Rf 0.47 (7K. I *9 J-P \ ?DD)J;W = 1 : 10: 100)1 
20 NMR (CDCI3) : S 7.84 (d, J = 9.0 Hz, 2H), 7.20 (dd, J = 8.0, 8.0 Hz, 1H), 7. 1 1 
(dd, J = 2.0, 1.0 Hz, 1H), 6.87 (dd, J = 8.0, 1.0 Hz, 1H), 6.80 (dd, J = 8.0, 2.0 Hz, 
1H), 6.71 (d, J = 9.0 Hz, 2H), 4.29 (t, J = 8.0 Ha 2H), 3.88 (s, 2H), 3.19 (s, 2H), 
3.02 (s, 6H), 2.94 (t, J = 8.0 Hz, 2H), 2.35 (s, 3H) C 
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**«2 L8JJ 

2- (3- (2- (5-^f^-2-y^D / < , /f^W-^-4-^^) 

5 




TLC :Rf 0.44(^nn*;i/A : ^^y-;i/=9 : 1); 

NMR (CDa 3 ) : 5 7.20 (dd, J = 7.5, 7.5 Hz, 1H), 7.10 (br., 1H), 6.85 (d, J = 7.5 

10 Hz, 1H), 6.80 (dd, J = 7.5, 1.5 Hz, 1H), 4.20 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 3.20 
(s, 2H), 3.15 (m, 1H), 2.85 (t, J = 7.5 Hz, 2H), 2.25 (s, 3H), 2.20-1.60 (m, 8H)„ 

tfx (2- (3- (2- (5-*^-2-->*n^f-;v**^V-;i/-4 

15 




1U::Rf <U9(*nn#jUA : ;rf*/-;i,= i 0 : 1); 

NMR (DMSO-d 6 ) : 5 7. 18 (t, J = 8.0 Hz, 1H), 6.88-6.72 (m, 3H), 4.09 (t, J = 6.8 
20 Hz, 2H), 3.69 (s, 2H), 3. 19-3.00 (m, 1H), 2.96 (s, 2H), 2.84 (s, 2H), 2.78 (t, J = 6.8 
Hz, 2H), 2.21 (s, 3H), 2.06-1.48 (m, 8H) 0 
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^2 (8 2) 

2- (3- (2- (5 ->f-^- 2 - U-^^^^-AO ^-^r-9-V-;U- 
4--f;l/) -Xh*v) 7x^;i/) 



5 




TLC:Rf 0.46(^nn^;i/A : ^^/-;W=1 0 : 1); 

NMR (CDC1 3 ) : 8 7.85 (d, J = 8.4 Hz, 2H), 7.27-7. 14 (m, 3H), 6.89-6.75 (m, 3H), 

4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H), 2.35 (s, 
10 3H) 0 

m m (8 3) 

2- (3- (2- (5->f-^-2- (4-x^;U7x-;u) **rW-)U- 
A-4)V) x^y) 7x-;W) &® 

15 




TLC:Rf 0.54(?nn*;i/A : p< */-;P= 1 0 : 1) ; 

NMR (CDCI3) : 7.88 (d, J = 8.2 Hz, 2H), 7.29-7. 15 (m, 3H), 6. 89-6.75 (m, 3H), 
20 4.20 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.68 (q, J = 7.6 Hz, 
2H), 2.35 (s, 3H), 1.25 (t, J = 7.6 Hz, 3H) G 

mm (8 4) 
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2- (3- (2- (5 -^f-Jl/- 2 - (4 -yD^7i-^) 
-4--f;l/) x^y) 7x-;U) gfc® 




5 

TLC: Rf 0.57(^nn^;i/A : ^^y-;w=i 0 : 1); 

NMR (CDC1 3 ) : 5 7.87 (d, J = 8.2 Hz, 2H), 7.28-7. 15 (m, 3H), 6.88-6.76 (m, 3H), 
4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.61 (t, J = 7.5 Hz, 
2H), 2.35 (s, 3H), 1.65 (sixtet, J = 7.5 Hz, 2H), 0.94 (t, J = 7.5 Hz, 3H) C 

0 

mW2 (8 5) 

2- (3 - (2- (5-^;U-2- (4-fvrnif*7xi*) 



15 




TLC:Rf 0.52(^nn^;i/A : pf^y-;i/=i 0 : 1); 

NMR (CDCI3) : 5 7.88 (d, J = 8.2 Hz, 2H), 7.32-7. 15 (m, 3H), 6.88-6.76 (m, 3H), 

4. 19 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.93 (sept, J = 7.2 Hz, 
20 1H), 1 .25 (d, J = 7.2 Hz, 6H) 0 

mm (8 6) 

2- (3- (2- (5-^f-;U-2- (4- (2-p«^;uynif;i/) 7x-^) 
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TLC:Rf 0.50(*no*;i/A : * ?j-)\,= l 0 : 1) ; 
5 NMR (CDC1 3 ) : $ 7.87 (d, J « 8.2 Hz, 2H), 7.26-7. 15 (m, 3H), 6.89-6.76 (m, 3H), 
4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.50 (d, J = 7.0 Hz, 
2H), 2.35 (s, 3H), 1.88 (m, 1H ), 0.90 (d, J = 6.6 Hz, 6H) 0 

mrn mz ($7) 

10 2- (3- (2- (5-*?-*-2- (4-t-7'fil'7x^) ^^y- 




15 TLC :Rf 0.44 n o*;l/A : * ? J -;i/= 1 0 I 1 ) ; 

NMR (GDCI3) : 8 7.89 (d, J = 8.2 Hz, 2H), 7.43 (d, J = 8.2 Hz, 2H), 7.20 (t, J = 
8.0Hz, 1H), 6.89-6.76 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 
6.6 Hz, 2H), 2.35 (s, 3H), 1.33 (s, 9H) 0 

20 Wmi (8 8) 

2- (3- (2- (5-^f^-2-">^nyoewtV , -;i'-4-^) 
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tlc : Rf 0.39 (tK: ^nD*M= i : io : 100); 

NMR (CDa 3 ) : 8 7.18 (dd, J = 8.0, 8.0 Hz, 1H), 7.00 (d, J = 2.5 Hz, 1H), 6.86 (d, 
5 J = 8.0 Hz, 1H), 6.77 (dd, J « 8.0, 2.5 Hz, 1H), 4.19 (t, J = 7.5 Hz, 2H), 3.83 (s, 2H), 
3.15 (s, 2H), 2.84 (t, J = 7.5 Hz, 2H), 2.22 (s, 3H), 2.06 (m, 1H), 1.10-0.95 (m, 4H)» 

I M2 (8 9) 

2- (3- (2- (5 -^f-^-2 - (4- (1, 2, 3-f 7^7V-;i/- 




15 TLC : Rf 0.30 n O ; * * y -;i/= 1 0 .' 1 ) ; 

NMR (CD3OD) : S 9.35 (d, J = 0.8 Hz, 1H), 8.24 (d, J = 8.2 Hz, 2H), 8. 1 1 (d, J = 
8.2 Hz, 2H), 7.20 (t, J = 7.6 Hz, 1H), 6.95-6.78 (m, 3H), 4.27 (t, J = 6.2 Hz, 2H), 
3.78 (s, 2H), 3.06 (s. 2H), 3.00 (t, J = 6.2 Hz , 2H), 2.41 (s, 3H) 0 

20 mmm qq) 

2- (3- (2- (5-^f-^-2- (4- (4-^^;U-l, 2, 3-f-T 
^77-^-5-^) 7x^) ^ 4- 4 n>) x^y) 71 
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CH 3 



TLC:Rf 0.34(^nn*;bA : J-)V= \ o : i); 
5 NMR(CDC1 3 ): S 7.22 (t, J = 8.0 Hz, 1H), 6.95-6.74 (m, 3H), 4.24 (t, J = 6.2 Hz, 
2H), 3.81 (s, 2H), 3.11 (s, 2H), 3.02 (s, 3H), 2.99 (t, J = 6.2 Hz, 2H), 2.42 (s, 3H) e 

2- (3- (2- (5-^f-^-2- (4-> h*v7i-;u) 5h^-9-V-;u 
10 -4--f;w) x^y) 7x-;i/) gfc$ 




TLC : Rf 0.67(^nn^;i/A : ^^^-^=1 0 ! 1); 
15 NMR (CDC1 3 ) : 6 7.90 (d, J = 9.0 Hz, 2H), 7.20 (t, J = 8.0 Hz, 1H), 6.93 (d, J = 
9.0 Hz, 2H), 6.89-6.76 (m, 3H), 4.19 (t, J =6.6 Hz, 2H), 3.84 (s, 3H), 3.59 (s, 2H), 
2.95 (t, J = 6.6 Hz, 2H), 2.34 ( s, 3H) 0 

20 2- (3- (2- (5 - ^f-^- 2 - (3, 4-y>h+v7i-;u) 
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H 3 C 




O 



CH 3 



TLC : Rf 0.54 DD*;i/A : * = 1 0 I 1) ; 

NMR (CDC1 3 + CD3OD) : S 7.56 (dd, J = 8.2, 2.0 Hz, 1H), 7.51 (d, J = 2.0 Hz, 
5 1H), 7.22 (t, J = 8.0 Hz, 1H), 6.93 (d, J = 8.2 Hz, 1H), 6.90-6.77 (m, 3H), 4.22 (t, J 
= 6.6 Hz, 2H), 3.97 (s, 3H), 3.93 (s, 3H), 3.57 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.38 
(s, 3H) 0 

mm (93) 

10 2- (3- (2- (5 2- (1, 3-*J**V-'(>y>-5-j )V) 



15 TLC :Rf 0.53 D D #/UA I * 9 J -)U= 1 0 I 1 ) ; 

NMR (CDCI3) : $ 7.51 (dd, J = 8.2, 1.8 Hz, 1H), 7.43 (d, J = 1.8 Hz, 1H), 7.21 (t, 

J = 7.6 Hz, 1H), 6.89-6.76 (m, 4H), 6.00 ( s, 2H), 4. 19 (t, J = 6.6 Hz, 2H), 3.60 (s, 
2H), 2.94 (t, J ■ 6.6 Hz, 2H), 2.34 (s, 3H) 0 

20 gfifcflH2 (9 4) 

2- (3- (2- {5-*+A>-2- (3, 4, 5-hV * h + ^7i-;U) 

191 




WO 99/46232 



PCT/JP99/01134 




TLC:Rf 0.47 n D*;i/£ : * 9 J -P= l 0 : 1 ) ; 
5 NMR (CDQ 3 ) : S 7.21 (t, J = 8.0 Hz, 1H), 7.20 (s, 2H), 6.89-6.76 (m, 3H), 4.21 (t, 

J = 6.6 Hz, 2H), 3.91 (s, 6H), 3.88 (s, 3H), 3.60 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 
2.38 (s, 3H) 0 

g*fcfll2 (9 5) 

10 2- (3- (2- (5-^-^-2- (4-h'J7WD^h^fy7x-;i') 




15 TLC:Rf 0.57 n n*;PA : * J -;w= i o : 1 ) ; 

NMR (CDC1 3 ) : S 8.00 (d, J = 8.8 Ha 2H), 7.30-7. 16 (m, 3H), 6.89-6.76 (m, 3H), 
4.21 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H) C 

1112 (9fi> 

20 2 - (3 - (2 - (5-^f-;U-2- (2, 2-^7^D-l, 3-v^* 
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F 



TLC : Rf 0.53 (^on*w : * *V-;P = 1 o : 1) ; 
5 NMR (CDC1 3 ) : S 7.74 (dd, J = 8.4, 1.5 Hz, 1H), 7.68 (d, J = 1.5 Hz, 1H), 7.22 

(dd, J = 9.4, 7.4 Hz, 1H), 7.09 (d, J = 8.4 Hz, 1H), 6.89-6.76 (m, 3H), 4.21 (t, J = 
6.6 Hz, 2H), 3.60 (s, 2H), 2.95 (t, J = 6.6 Hz, 2H), 2.36 (s, 3H) C 

^1*iM2 (9 7) 

10 2- (3- (2- (5 2- (4-h';7;^D^f;i/ft7x-;l/) 




15 lLC:Rf 0.47(^on*;UA : > ^y-;i/= 1 0 I 1); 

NMR (DMSO-d 6 ) : d 8.02 (d, J = 8. 1Hz, 2H), 7.81 (d, J = 8. 1Hz, 2H), 7.20 (t, J = 

7.8Hz, iH), 6.86-6.80 (m, 3H), 4.20 (t, J = 6.6Hz, 2H), 3.74 (s, 2H), 3.09 (s, 2H), 
2.94 (t, J = 6.6Hz, 2H), 2.37 (s, 3H) 0 

20 ||fe fl]2 (9 8) 

2- (3- (2- (5-^f-^-2- (4-'>T/7x-;W) 



193 



WO 99/46232 



PCT/JP99/01134 




TLC:Rf 0.24 (^**> : gf=®?JLf-;U = 1 : 1); 
5 NMR(CDa 3 ): S 8.08 (d, J = 8.0 Hz, 2H), 7.72 (d, J = 8.0 Hz, 2H), 7.22 (ra, 1H), 

6.76-6.98 (m, 3H), 4.26 (t, J = 6.6 Hz, 2H), 3.83 (s, 2H), 3.13 (s, 2H), 2.99 (t, J = 
6.6 Hz, 2H), 2.42 (s, 3H)„ 

mmM2 (99) 

io 2- (3- (2- (5 -^f-;u- 2 - (77>-2-^;V) **W-fl>-4 




15 TLC : Rf 0.24 > I ft=$:r.f-;i,= 1 : 1 ) ; 

NMR (CDC1 3 ) : S 7.52 (m, 1H), 7.20 (m, 1H), 6.74-7.03 (m, 4H), 6.51 (dd, J = 
3.4, 1.6 Hz, 1H), 4.25 (t, J = 6.8 Hz, 2H), 3.82 (s, 2H), 3.13 (s, 2H), 2.97 (t, J - 6.8 
Hz, 2H), 2.37 (s, 3H) e 

20 m&m goo) 

2- (3- (5-^^;i'-2-7ji-;i/^^-9-V-;u-4--f;u) p<h*v) 
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TLC:Rf 0.31 (^DD*W ; * ?;-)U=S I 1) ; 

NMR (CDC1 3 ) : 6 8.00 (m, 2H), 7.42 (m, 3H), 7.24 (m, 1H), 6.85-6.98 (m, 3H), 
4.98 (s, 2H), 3.61 (s, 2H), 2.42 (s, 3H)o 

%m m (101) 

2- (3- (2- (5-^f;i'-2-7x^f7 > /-;i'-4-^l/) 




TLC : Rf 0.43 n n ; > ? y -;i/= 9 : 1 ) ; 

NMR 0 : 3 7.89-7.81 (m, 2H), 7.46-7.34 (m, 3H), 7.26-7.16 (m, 1H), 6.87-6.78 
(m, 3H), 4.30 (t, J = 6.8 Hz, 2H), 3.59 (s, 2H), 3.18 (t, J = 6.8 Hz, 2H), 2.45 (s, 3H)„ 

mmm2 a 02) 

2- (3- (3- (5-^f)l'-2-7x-;^Hy-^-4-'f^) -fu 
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TLC : Rf 0.50 (?on*^ A : * % ; l) ; 

NMR(CDa 3 ) : S 7.97 (m, 2H), 7.41 (m, 3H), 7.22 (m, 1H), 6.74-6.92 (m, 3H), 
5 3.94 (t, J = 6.0 Hz, 2H), 3.61 (s, 2H), 2.68 (t, J = 7.0 Hz, 2H), 2.27 (s, 3H), 2. 1 1 (m, 
2H) 0 

mmm a 03) 

2- (3- (2- (2-y )V) x^y) 7x - 

io *o wm 




TLC:Rf o.39(^od*;va:^^;-^=8 : l); 

15 NMR (CDa 3 ) : 5 8.01 (m, 2H), 7.55 (s, 1H), 7.43 (m, 3H), 7.23 (m, 1H), 6.85 (m, 
3H), 4.25 (t, J m 6.4 Hz, 2H), 3.60 (s, 2H), 3.07 (t, J = 6.4 Hz, 2H) Q 

mm a 04) 

2- (3- (2 - ( 5 f-^- 2 - (4-y^OA^v^7z;)P) 
20 V-;u-4->f;u) xh*v) 7x-;u) gfc® 
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TLC :Rf 0.62 DD/tW \ } *? J —)V= 5 I 1 ) J 

NMR (CDa 3 ) : 5 7.88 (d, J = 8.2 Hz, 2H), 7.25 (d, J = 8.2 Hz, 2H), 7.21 (m, 1H), 

5 6.78-6.87 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.52 (m, 1H), 2.35 (s, 3H), 1 .70-1.95 (m, 4H), 1.20-1.53 (m, 6H) 0 

mmm2 (10 5) 

2- (3- (2- (5 2 - (3-^DD-4-^f^7x^l/) * 
10 ^-9*^-^-4-^^) 7x^) 




TLC : Rf 0.67(^on^;UA : * 5 : 1) ; 

15 NMR (CDa 3 ) : S 7.95 (d, J = 1.7 Hz, 1H), 7.75 (dd, J = 8.0, 1.7 Hz, 1H), 7.27 (d, 
J = 8.0 Hz, 1H), 7.21 (m, 1H), 6.78-6.88 (m, 3H), 4.21 (t, J= 6.6 Hz, 2H), 3.60 (s, 
2H), 2.96 (t, J = 6.6 Hz, 2H ), 2.40 (s, 3H), 2.36 (s, 3H) 0 

mm (1 Q-fiJ 

20 2 - (3 - (2 - (5 2 ~ (4-y^f;i'75y7xz^) 
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TLC: Rf 0.55(^nn^;i/A : ^7-;U=5 I 1); 

NMR (CDCI3) : S 7.83 (d, J = 9.0 Hz, 2H), 7.09 (dd, J = 8.0, 8.0 Hz, 1H), 6.76- 
5 6.87 (m, 3H), 6.70 (d, J = 9.0 Hz, 2H), 4. 18 (t, J = 6.8 Hz, 2H), 3.60 (s, 2H), 3.01 (s, 
6H), 2.94 (t, J = 6.8 Hz, 2H ), 2.32 (s, 3H) C 

mmm2 g 07) 

2- (3- (2- (5-xf;i/-2-7x-^t^y-^-4-'fJl/) J- h 
10 *v) 7x^;i>) ft® 




TLC:Rf 0.44(?nn*;l/A : > ?y-;l/=8 : 1); 
15 NMR(CDa 3 ): 5 7.97 (m, 2H), 7.41 (m, 3H), 7.20 (m, 1H), 6.82 (m, 3H), 4.20 (t, 
J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 2.73 (q, J = 7.6 Hz, 2H), 1.29 
(t,J = 7.6 Hz, 3H) 0 

(1 08) 

20 2 - (3 - (2- (5 2- (4-W7x-;i/) 
4->f;U) 7i-)l/) gfcg 
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TLC :Rf 0.54(^nn^;WA : ^ ^y-;W=8 : 1) ; 

NMR (CDa 3 ) : S 7.87 (d, J = 8.2 Hz, 2H), 7.22 (d, J = 8.2 Hz, 2H), 7.14-7.28 (m, 

5 1H), 6.82 (m, 3H), 4. 19 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.63 (t, J = 7.6 Hz, 2H), 2.34 (s, 3H), 1.61 (in, 2H), 1.35 (m, 2H), 0.92 (t, J = 7.2 Hz, 
3H) 0 

«*W2 (10 9) 

10 2- (3- (2- (5 ->f-^-2 - (4-^DD7x^) jj-^y-n,- 
4->f A/) xF^» 7i-M gfc$ 




15 TLC:Rf 0.57 n n*/WA : * y 8 : 1 ) I 

NMR (CDa 3 ) : S 7.90 (d, J = 8.8 Hz, 2H), 7.38 (d, J = 8.8 Hz, 2H), 7.16-7.28 (m, 
1H), 6.83 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3,59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.36 (s, 3H) 0 

20 mm (I 1 0) 

2- (3- (2- (5 2- (ft7x>-2-'f;i/) *W/-JU 
-4-4 ju) x>^v) 7i-)0 mtt 
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TLC:Rf 0.70(?nn*;UA : * ?y-;l/=5 : 1) ; 

NMR (CDCI3) : S 7.59 (dd, J = 3.6, 1.2 Hz, 1H), 7.36 (dd, J = 4.8, 1.2 Hz, 1H), 

5 7.21 (m, 1H), 7.07 (dd, J = 4.8, 3.6 Hz, 1H), 6.77-6.87 (m, 3H), 4.20 (t, J = 6.6 Hz, 
2H), 3.60 (s, 2H), 2.95 (t, J = 6.6 Hz, 2H), 2. 34 (s, 3H) 0 

mm (HI) 

2- (3- (2- (5 -ptf-^-2 - (77>-2-^;i/) **-9-V-;i/- 4 
10 ->f/i/) x^y) 7x-;u) fttt 




TLC:Rf 0.69(^no*;i/^ : ^ ^y-;i/=5 : l) ; 
15 NMR (CDCI3) : S 7.51 (m, 1H), 7.21 (m, 1H), 6.93 (d, J = 3.5 Hz, 1H), 6.78-6.87 
(m, 3H), 6.50 (dd, J = 3.5, 1.9 Hz, 1H), 4.22 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.95 (t, 
J = 6.6 Hz, 2H), 2.35 (s, 3H)o 

mrnuii 1 2) 

20 2- (3- (2- (5-^;i/-2- (\£V 9 S>-2-<(JU) ***t^f-)\<- 

i-Hfr) xh^y) 7x-;i/) 
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TLC:Rf 0.67(^no^;i/A : ^ ^y-;l/=5 ! 1) I 

NMR (CDa 3 ) : S 8.71 (d, J =4.8 Hz, 1H), 8.05 (d, J = 7.8 Hz, 1H), 7.79 (ddd, J 
5 = 7.8, 7.8, 1.8 Hz, 1H), 7.32 (ddd, J = 7.8, 4.8, 1.8 Hz, 1H), 7.21 (dd, J = 7.8, 7.8 
Hz, 1H), 6.78-6.87 (m, 3H), 4 .26 (t, J = 6.8 Hz, 2H), 3.61 (s, 2H), 2.99 (t, J = 6.8 
Hz, 2H), 2.41 (s, 3H) 0 

10 2- (3- (2- (5 2- (2-^f*7x^) 
4-4fl>) xf+y) 7x-;i/) 




15 TLC:Rf 0.68 o n*;i/A ; J ? J 5 : 1 ) | 

NMR (CDC1 3 ) : S 7.90 (m, 1H), 7. 18-7.30 (m, 4H), 6.80-6.87 (m, 3H), 4.24 (t, J = 
6.7 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.7 Hz, 2H), 2.64 (s, 3H), 2.37 (s, 3H) D 

(114) 

20 2 - (3 - (2 - (5 2- (3 -^f^7x^) ^hj- 

4->f;u) xh+y) 7x-;W) gj=$ 
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H 3 C 

TLC:Rf 0.71 (^OD*]l/A : * * y -;i/= 5 : 1) ; 

NMR (CDC1 3 ) : S 7.74-7.81 (m, 2H), 7.17-7.35 (m. 3H), 6.78-6.87 (m, 3H), 4.21 
5 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.39 (s, 3H), 2.36 (s, 3H) e 

mm (I I 5) 

2- (3- (2- (5-Xf-;u-2- (4- h 'J 7;i/tn^f ji/7x-;i/) * 




TLC:Rf 0J4(^no*;i/A : **V-*=8 : 1); 

NMR (CDa 3 ) : 5 8.08 (d, J = 8.0 Hz, 2H), 7.67 (d, J = 8.0 Hz, 2H), 7.17-7.24 (m, 

15 1H), 6.83 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 
2.39 (s, 3H) 0 

mm (1 1 6) 

2- (3- (2- (5 2- (4-7HD7x-^) **4}-*/-)V 
20 -4-4*) xh^y) 7x-;i/) 
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TLC:Rf 0.59(^nn*;i/A : *?S-)V=& : 1); 

NMR (CDC1 3 ) : $ 7.95 (m, 2H), 7.03-7.26 (m, 3H), 6.83 (m, 3H), 4.20 (t, J= 6.6 
Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H) 0 

^mm2 (1 1 7) 

2- (3- (2- (5 2- (4-'>7 SyjL-fr) 
4-s()V) X^y) 7x-;u) WpM 




TLC:Rf 0.52(^no^;UA : ^^y-;w=9 : 1); 

NMR (CDCI3) : 8 8.06 (d, J = 8.6 Hz, 2H), 7.70 (d, J = 8.6 Hz, 2H), 7.22 (m, 1H), 

6.78-6.87 (m, 3H), 4.23 (t, J = 6.4 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.4 Hz, 2H), 
2.40 (s, 3H) 

mm (1 1 8) 

2- (3- (2- (5-*1-)l<- 2 - (4-*7»-l, 2, 3-^TvTV 
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TLC:Rf 0.54(^nn*;l/A : pi^y-;u=9 : 1); 

NMR (CDCI3) : S 7.23 (m, 1H), 6.78-6.88 (in, 3H), 4.23 (t, J = 6.5 Hz, 2H), 3.60 
5 (s, 2H), 3.02 (s, 3H), 2.98 (t, J = 6.5 Hz, 2H), 2.40 (s, 3H) e 

mm (119) 

2- (3- (2- (5->f-^-2- (2, 3, 5, 6-fh77^to-4 




F 



TLC:Rf 0.34(^DD*;Ui, ; ^^y-;i/=8 I 1); 

NMR (CDCI3) : 8 7.22 (m, 1H), 6.76-6.90 (m, 3H), 4.23 (t, J = 6.4 Hz, 2H), 3.60 
15 (s, 2H), 3.01 (t, J = 6.4 Hz, 2H), 2.40 (s, 3H), 2.33 (s, 3H) 0 



mmm (120) 

2- (3- (2- (5-*-f 2 - (3--hn-4-^f;V7x-^) * 
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TLC:Rf 0.31(^DD^;i/A : *?S-)U=8 I 1); 

NMR (CDa 3 ) : 8 8.54 (d, J = 1.6 Hz, 1H), 8.08 (dd, J = 8.0, 1.6 Hz, 1H), 7.39 (d, 

5 J = 8.0 Hz, 1H), 7. 17 (m, 1H), 6.66-6.90 (m, 3H), 4.21 (t, J = 6.4 Hz, 2H), 3.59 (s, 
2H), 2.97 (t, J = 6.4 Hz, 2H), 2.63 (s, 3H), 2.39 (s, 3H)„ 

(12 1) 

2- (3- (2- (5-^^^-2-v^n^^v;u^^-9-V-^-4--f;U) 

io ih^i 7ii*i w& 




TLC :Rf 0.44(^nn*;i/A : ^^y-;U=9 : 1) ; 
15 NMR (CDC1 3 ) : S 7. 19 (dd, J = 8.0, 8.0 Hz, 1H), 6.74-6.87 (m, 3H), 4. 10 (t, J = 
6.6 Hz, 2H), 3.59 (s, 2H), 2.85 (t, J = 6.6 Hz, 2H), 2.71 (m, 1H), 2.23 (s, 3H), 1.96- 
2.04 (m, 2H), 1.19-1.86 (m, 8H ) 0 

mmm2 (122) 

20 2 - (3 - (2 - (5 -«*f-/u-2 -i/9w<>*iuirttV-fr- 1 ->f )V) 
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TLC:Rf 0.46(?nn*;i/A : * *y-;u=g \ l); 

NMR (CDCI3) : S 7. 19 (dd, J =7.9, 7.9 Hz, 1H), 6.74-6.87 (m, 3H), 4. 1 1 (t, J = 
5 6.6 Hz, 2H), 3.59 (s, 2H), 3.14 (m, 1H), 2.86 (t, J = 6.6 Hz, 2H), 2.24 (s, 3H), 1.56- 
2.12 (m, 8H) 0 

m m (12 3) 

2- (3- (2- (5-*f->l>-2 - (4-^>f;l'7x-^) *#-9-V-;i/ 
10 -4->f;u) -xb*v) 7x-;i/) ftg 



H 3 C 




TLC : Rf 0.44(^DD*jWi, : ^ ^y-;U=8 I 1) ; 
15 NMR(CDa 3 ): 5 7.87 (d, J = 8.4 Hz, 2H), 7.22 (d, J = 8.4 Hz, 2H), 7.20 (m, 1H), 
6.75-6.90 (m, 3H), 4.19 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.62 (t, J = 7.6 Hz, 2H), 2.35 (s, 3H), 1.62 (m, 2H), 1.23-1.44 (m, 4H), 0.89 (t, J = 
6.8 Hz, 3H) 0 

20 mmm 2 (124) 

2- (3- (2- (5 2 - 'jy>-4->f *) **-*y-;i/- 
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TLC:Rf 0.36(^an*;i/A : pi ^y-;i/=4 : 1) ; 

NMR (DMSadfi) : S 8.75 (d, J = 6 Hz, 2H), 7.80 (d, J = 6 Hz, 2H), 7.20 (dd, J = 
5 8, 8 Hz, 1H), 6.95-6.80 (m, 3H), 4.20 (t, J = 7 Hz, 2H), 3.75 (s, 2H), 3.05 (s, 2H), 
2.95 (t, J = 7 Hz, 2H), 2.40 (s, 3H) 0 

mmm 2 (125) 

2- (3- (2- (5-^^-2- 3 -4*) t^V-)U- 

10 4--f;w) .xb*"» 7x-;u) ft$ 




TLC : Rf 0.39(^nnx-h;i/A ; * 9 : l); 

15 NMR (DMSOde) : S 12.28 (brs, 1H), 9.07 (d, J = 1.5 Hz, 1H), 8.65 (d, J = 4.8 Hz, 
1H), 8.24 (d, J = 8.4 Hz, 1H), 7.52 (dd, J = 8.4 Hz, 4.8 Hz, 1H), 7.21-7. 16 (m, 1H), 
6.82-6.79 (m, 3H), 4.18 (t, J = 6.6 Ha 2H), 3.50 (s, 2H), 2.93 (t, J = 6.6 Hz, 2H), 
2.37 (s, 3H) 0 

20 mmm 2 (126) 

2- (3- (2- (5-^f-;U-2- (tf'J5»-4->f'A0 ***V-A'- 
4-^;W) i^y) 7i-*) gfcg£ 
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TLC:Rf 0M(?nn*)isA : ^^y-;b=9 : l); 

NMR (DMSO-de) : S 12.29 (brs, 1H), 8.69 (d, J = 6.0 Hz, 2H), 7.80 (d, J = 6.0 Hz, 

5 2H), 7.21-7.16 (m, 1H), 6.82-6.78 (m, 3H), 4.19 (t, J » 6.6 Hz, 2H), 3.50 (s, 2H), 
2.95 (t, J - 6.6 Hz, 2H), 2.38 (s, 3H)o 

m m (12 7) 

2- (3- (2- (5-^^)1- 2 - (4-^^;Wkf^7v>- 1 --OU) f- 




TLC:Rf 0.40(^nn*;i/A : ^ ^y-;i/=3 : 1) ; 
15 NMR (CDC1 3 ) : <S 7.00-7.20 (m, 2H), 6.70-6.85 (m, 3H), 4. 19 (t, J = 6.6 Hz, 2H), 
3.46-3.55 (m, 4H), 2.91 (t, J = 6.6 Hz, 2H), 2.75-2.83 (m, 4H), 2.47 (s, 3H), 2.24 (s, 
3H) 0 

mm (1281 

20 2 - (3 - (2 - (5-^f^-2-7x-WW-Jl'-4-'f^) x(- 
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TLC:Rf 0.31 (tK '. * 9 J -fr I ^nn*H=l : 10 : 100); 
NMR (CDQ 3 ) : 8 7.98 (m, 2H), 7.50-7.40 (m. 3H), 7.24 (dd, J = 8.0, 8.0 Hz, 1H), 
5 7.00 (m, 1H), 6. 95-6. 80 (m, 2H), 4.62 (s, 2H), 4.26 (t, J = 7.0 Hz, 2H), 4.11 (s, 2H), 
2.99 (t, J = 7.0 Hz, 2H), 2.39 (s, 3H) 0 

g*fc#H2 Q 2 9) 

2- (3- (2- (5-^^-2- (tfV v>-3--f^) fr^Mf-V-*- 
10 4-4*0 xf^rv) 7x-;MWi) 




TLC:Rf 0.41 (^DD*W : p< ?y-;w= 4 : 1) ; 
15 NMR (DMSO-dg) : 5 9.05 (s, 1H), 8.65 (d, J = 4 Hz, 1H), 8.25 (d, J = 7 Hz, 1H), 
7.55 (m, 1H), 7.20 (dd, J = 7, 7 Hz, 1H), 6.95-6.80 (m, 3H), 4.20 (t, J = 6 Hz, 2H), 
3.80 (s, 2H), 3.10 (s, 2H), 2.95 (t, J = 6 Hz, 2H), 2.40 (s, 3H)„ 

immi (i3o) 

20 2 - (3 - (2 - (5 2 - (4 -^Wt7x-fl/) 
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TLC:0.44(^an^^A : > ^/-;U=8 : 1) I 

NMR (CDa 3 ) : S 7.87 (d, J = 8.6 Hz, 2H), 7.26 (d, J = 8.6 Hz, 2H), 7.21 (m, 1H), 
5 6.75-6.89 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.51 (s, 3H), 2.35 (s, 3H) 0 

mm (131) 

2- (3- (2- (5-^fJl/-2-y^o7'Dejl/tn , /-^-4-'fJl/) 
10 xh^y) 7i-^) Jgm 




TLC:Rf 0.43(^no^;l/A : > ^y-;U=9 : 1) ; 
15 NMR CDC1 3 ) : $ 7.25-7. 10 (m, 1H), 6.86-6.74 (m, 3H), 4. 10 (t, J = 6.6 Hz, 2H), 
3.58 (s, 2H), 2.82 (t, J = 6.6 Ha 2H), 2.20 (s, 3H), 2.04-1.98 (m, 1H), 1.01-0.94 (m, 
4H) 0 

mm (13 2) 

20 2- (3- (2 - (5 2- (4--hD7x-;U) V"-;U- 
4-4*) x^y) 7i;*) ftK 



210 



WO 99/46232 



PCT/JP99/01134 




TLC:Rf 0.53(^no^;i/A : ^y-;U=9 : 1) ; 

NMR (CDCI3) : $ 8.30 (d, J = 9.0 Hz, 2H), 8. 14 (d, J = 9.0 Hz, 2H), 7.22 (dd, J = 
5 8.0, 8.0 Hz, 1H), 6.77-6.90 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.57 (s, 2H), 3.00 (t, J 
- 6.6 Hz, 2H), 2.43 (s, 3H) 0 

2- (3- (2- (5-'^f-^-2- V >— 2 — f JP) **tfV-;U- 
10 4 — T ^) 7x-;u) gf=$ 




TLC: Rf 0.51 (*nn ; p< ? y - ;U = 9 : 1); 
15 NMR (CDCI3) : d 8.16-8.28 (m, 3H), 7.83 (m, 1H), 7.75 (m, 1H), 7.57 (m, 1H), 
7.22 (dd, J = 8.2, 8.2 Hz, 1H), 6.78-6.87 (m, 3H), 4.29 (t, J = 6.6 Hz, 2H), 3.61 (s, 
2H), 3.04 (t, J = 6.6 Hz, 2H), 2.46 (s, 3H)„ 

mm (\ 3 4) 

20 2 - (3 - (2 - (5-^;U-2 - (3-h V7A/*Ti* l<+y7x^) 
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TLC :Rf 0.37(^nn^;i/A : p(^y-;i/=9 I 1); 

NMR (CDC1 3 ) : S 7.91 (dt, J = 7.8, 1.2 Hz, 1H), 7.85-7.80 (m, 1H), 7.45 (t, J = 
5 7. 8 Hz, 1H), 7.28-7. 17 (m, 2H), 6. 89-6.78 (m, 3H), 4.22 (t, J = 6.6 Hz, 2H), 3.60 (s, 
2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H) 0 

mm (1 3 5) 

2- (3- (2- (5->f-/U-2- (2-h 'J7il/tn> h^y7xz;i/) 
10 **W-fr-A-<<)\') x^y) 7xX]l/) ftft 




TLC : Rf 0.42(^nn^;UA : p< ^y-;i/=9 : 1) ; 
15 NMR (CDCI3) : $ 8.06 (dd, J = 7.8, 2.0 Hz, 1H), 7.49-7.31 (m, 3H), 1.21-7.17 (m, 

1H), 6.88-6.78 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.8 Hz, 
2H), 2.38 (s, 3H) 0 

(1 3 (?) 

20 2 - (3 - (2 - (4-^f-^-2 -7i-^*^-9-V*-Jl/- 5-4)1) jc h 
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TLC:Rf 0.44(^nD^;l/^ : p« ^y-;l/=9 : 1) ; 

NMR (CDCI3) : S 8.00-7.93 (m, 2H), 7.46-7.37 (m, 3H), 7.28-7.18 (m, 1H), 6.90- 
5 6.78 (m, 3H), 4.22 (t, J = 6.8 Hz, 2H), 3.61 (s, 2H), 3. 14 (t, J = 6. 8 Hz, 2H), 2.20 (s, 
3H) 0 

mHkM2 (1 3 7) 

2- (3- (2- (5 - (i, z-v***M yyy-s-Jfr) 




TLC : Rf 0.20(?nn*;UA : * 9 J -)l : tK= 1 0 0 : 1 o : 1 ) ; 
15 NMR (CD3OD) : d 7.49 (dd, J = 8.4, 1.8 Hz, 1H), 7.38 (d, J - 1.8 Hz, 1H), 7.22 (t, 

J = 7.8 Hz, 1H), 6.97-6.79 (m, 4H), 6.01 (s, 2H), 4.54 (s, 2H), 4.26 (t, J = 6.4 Hz, 
2H), 4.06 (s, 2H), 2.93 (t, J = 6.4 Hz, 2H), 2.33 (s, 3H) Q 

mm 

20 2 - (3 - (2 - (5 - ^ f 2 - 7xi***t'/-^- 4 -4 )V) if 
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2- (5-^f;l'-2-7x-Wt > /-^-4->f;i/) x.T-)V7u-?s( 
K (1 3 6mg) SZTfZ ;i/*-/h7x-;« • ^f^x^fA' (7 8 
5 mg) ZTtY-VVJls (5ml) K»JBU RWiUV^J* (1 8 Omg) £ 

sax., mmxinm&Ltio KJsa#»****tcjioi, x-r/u-cHiffiL 

iTyy-i- (ynn*w : Bf=&;r.^;i/= 2 0 0 : 1 — 5 0 : 1) -ZffimL, 
10 TE»ttttttt4*»flfl:^» (9 2mg) 
TLC:Rf 033 (ftK^^ I ^*"^>= 1 : 3) ; 

NMR (CDC1 3 ) : 5 7.96 (m, 2H), 7.50-7.35 (m. 3H), 7.30-7.15 (m, 3H), 7.06 (m, 
1H), 3.69 (s, 3H), 3.57 (s, 2H), 3.28 (t, J - 7.0 Hz, 2H), 2.82 (t, J = 7.0 Hz, 2H), 
2.27 (s, 3H) 0 

15 

iiii 

2- (3- (2- (5 -^f"^- 2-7x-Jl/t+t7-^- 

+ y) 7x-^^f;Vft) -2-^fJl'7 , D/OK-xfA'X7fJl' 



20 




3- (2- (5->f*-2-7i^**t7-A'-4-'fA') x^y) 
(I.15g) «x^-;i/ (3 5ml) jg&K 2 -T'nt- 2 - 
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^f^yn/r/^ • xf-jux*?* (0.64ml) is X ZFi~ W^-k^T-]/ — Y 
(2 9 0mg) ^0t:-CiJPx, mnmMLtio Wim*^i-?^ip 

5 W7^^nvh777^- Kt>:^xf;p=5 : 1) TifitgiU 
Tm®®.MZ%i~Z*%Wit&® (1.69 g) tlffco 
TLC:Rf 0.46 (^*^> I = 4 II); 

NMR (CDC1 3 ) : 5 8.01-7.94 (m, 2H), 7.46-7.37 (m, 3H), 7. 18 (t, J= 8.0 Hz, 1H), 

6.89-6.72 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 4.12 (q, J = 7.0 Hz, 2H), 3.79 (s, 2H), 
10 2.97 (t, J = 6.8 Hz, 2H), 2.38 (s, 3H), 1.53 (s, 6H), 1.26 (t, J = 7.0 Hz, 3H) 0 

15 ^(cioTffl^i--5^«jfeLT > vxrKmtt&mitGmtntzo 
mm 

2- (3- (2- (5-^f^-2-7i-^W-^-4->f^) xf 



TLC : Rf 0.50 Ctft I } 9 J '. 9 nn?fc;i/i>,= 1 : 10: 100); 
NMR (CDCI3) : 3 7.94 (m, 2H), 7.45-7.35 (m. 3H), 7.30-7. 15 (m, 3H), 7.07 (m, 
25 1H), 3.58 (s, 2H), 3.25 (t, J = 7.0 Hz, 2H), 2.81 (t, J = 7.0 Hz, 2H), 2.25 (s, 3H) Q 
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lias (i) 

2- (3- (2- (5-*-7 L ;i'-2 - 7x-W+tV-;l'-4-'f^) X h 

5 



TLC : Rf 0.53(^*"9"> I ife&xf-** 1 : 3); 

NMR (CDC1 3 ) : S 8.00-7.94 (m, 2H), 7.46-7.41 (m, 3H), 7. 15 (t, J = 7.8 Hz, 1H), 
10 7.08 (m, 1H), 6.84-6.74 (m, 2H), 4.29 (t, J = 7.2 Hz, 2H), 3.88 (s, 2H), 2.99 (t, J = 
7.2 Hz, 1H), 2.38 (s, 3H), 1.58 (s, 6H) B 

2- (3- (2- (5-^f;v-2-7x-;utW/-^- 4 --f;i/) .x. h 



TLC : Rf 0.53 > I gfc$.xf-;l/ = 1:3); 

NMR (CDjOD) : d 7.98-7.93 (m, 2H), 7.49-7.43 (m, 3H), 7. 13 (t, J = 7.4 Hz, 1H), 

20 6.92-6.85 (m, 2H), 6.78-6.70 (m, 1H), 4.23 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 2.96 (t, 
J = 6.6 Hz, 2H), 2.36 (s, 3H), 1.46 (s, 6H) 0 




H3C CH3 



15 




H3C CH3 
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3- (2- (5-^fJV-2-7xiJl/t^t/-Jl/-4-'f ^) xF + y) 



2- (5->^-2-7x-WH > /-^-4-^^) (1.02 
g) % 3-t Kn^ry^^XT^ft K (0.73g) £ J: M 7 7 ^ 

> (1.57 g) *WC*f-\sy (1 0ml) iZfeffiL, 1,1'- (7/y*;!/** 

io ytf^»;y> (i.74 g ) ^or-ciDx., Ei&-?2I$F«8*I#L£ 0 RJSiS^ 

^tfcK^*^*^ mm^iLtzo zmzmmifco ^^yv*r 

W7A^07^77-f- 9 J-)\/ : ? nn*;i/A = 1 : 10 0) Tft 

ssu Tmya&m*%t2>®Mft&ya d.3o g ) *#£ 0 

TLC:Rf 0.77 ? / - : ?nn*;UA=l : 2 0); 
15 NMR (CDa 3 ) : 5 9.96 (s, 1H), 7.98 (m, 2H), 7.50-7.35 (m, 6H), 7.17 (m, 1H), 
4.31 (t, J = 6.0Hz, 2H), 3.01 (t, J = 6.0Hz, 2H), 2.38 (s, 3H) C 



3- (2- (5-^f^-2-7x-;i/t*tV-;i/-4-'f;i/) ^h*v) 
20 7>fD^|-iJA' 



o 



5 





217 



WO 99/46232 



PCT/JP99/01134 



10 



15 



l^m-C«a&Lfcft£* (13 5mg) * X V 3 -MtE#& (13mg) £ 
8Mb.**-l'> (3ml) izmmt, Or-Ch'J^f-^vU^-h (0.14m 1) 

v^ATfc^^inx, tmmzfrMtfzo %®mzm*mt? a -eg 

z§ISL*:o > (3ml) K&S? U 2 

(0.5ml) fciDx., Sfi"C-%tS#L^, ^&^i§&*#7ftKiJ0;i, 

i")A«> ML, Tifi^fifc^t^Mtt^ (1 4 Omg) 

TLC : Rf 0.27(^xf-;i/ : ^^Hf>= 1 : 2); 

NMR (CDCl 3 ) : 8 7.94 (m, 2H), 7.45-7.35 (m, 3H), 7.29 (dd, J = 8.0, 8.0Hz, 1H), 
7.10-7.00 (m, 2H), 6.90 (m, 1H), 5.49 (d, J = 6.0Hz, 1H), 4.73 (d, J = 6.0Hz, 1H), 
4.16 (t, J = 6.5Hz, 2H), 2.92 (t, J = 6.5Hz, 2H), 2.37 (s, 3H) Q 

«-v7V-3- (2- ( 5 - ^ f ^- 2 - 7x-;vt*f V-^- 4 - >f 



20 




^m^U&Ltzil^m (9 3mg) *&it*?-}s> (3m 1) fc»#U 
m"?i&M:?-*-)\< (6 1ml) jSJtfv^f-^-frA/ATS K am zm*.. 
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rag) 

TLC:Rf 0.74(SSSxf;K^f>=l ; 1); 
5 NMR (CDCI3) : 5 7.97 (m, 2H), 7.50-7.35 (m, 3H), 7.33 (dd, J = 8.0, 8.0Hz, 1H), 
7. 10-7.00 (m, 2H), 6.98 (m, 1H), 5.75 (s, 1H), 4.23 (t, J = 6.5Hz, 2H), 2.93 (t, J = 
6.5Hz, 2H), 2.36 (s, 3H)„ 

10 5- (3- (2- (5-^fJl/-2-7x^jl/i^f/-;i/- 
*v) -2, 4-f77'jy>y*> 




15 iM?«.8-C«itLfc'ffc^ (9 9mg) (1ml) lc»#U 

f-frtfl'T (2 6 rag) tflOx., 3B#ffljtEL& 0 EiSfi^iKK 2 N-ffiK 
(1.5ml) fciJDx., -HfejWftLfc. ft&^Mz., Bj^f-;!/-? 

20 ftfHbfttt (6 Omg) 

tlc: Rf 0.31 (gfcB^-^ : ^*"9->= 1 : l); 

NMR (de-DMSO) : S 7.90 (m, 2H), 7.60-7.40 (m, 3H), 7.31 (dd, J=8.0, 8.0Hz, 
1H), 7.00-6.90 (m, 3H), 5.75 (s, 1H), 4.23 (t, J = 6.5Hz, 2H), 2.93 (t, J = 6.5Hz, 2H), 
2.36 (s, 3H) 0 
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[mm] 
mm 

5 • 2- (3- (4- (4->f^7i-il') ^r % /-;w-2 --f;w^ 

yjL=.)u^^-)v^t) mm. lo.og 

-ummv^^-^m^'y^^ (mm?n 0.2 g 

■^fTr/SvnyfA W) 0.1 g 

•^ifa-t^n-* 9.7 g 

10 

®*m 2 

J^T^^^^ffi^J:J9^L^ ^tt&tci >)^L, 5m 11* 

ttft^i^l-iT^^/H 0 0«#£ o 
15 • 2 - (3- (4 - f77-Jl/-2-'f;^ h^y) 

&m. 2 g 

• V>— y |> 5 g 

• ^Tfc 1000m 1 
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5 

A 3 HQ H^i fcttN&fc&b U 
10 n (i 1 ~ 5 U 
R 1 12 

(i) **JR?\ 

(ii) C 1~8 7;KJH, 

(iii) Aoyyg^ 

15 (iv) C l~47^3*yi, 

(v) -hnl, 

(vi) HJ^np<f-;i/g % 

(vii) b 'J^o^ h^rvl, 

(viii) bV^ntT)^*^ 
20 (ix) v7;l, 

(x) C i~4 7;^^f*i, 

(xi) NR 5 R 6 i (£»K RS^iUfReii^a-ftMffi^LT, TKItl^lJ: £ 
tiC 1 -~4 7P^)^iUt>i- 0 ) , 
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WO 99/46232 



PCT/JP99/01134 



(xii) &£5t& tfz\t 

(xiii) 'vfnfl^L^ 
R2|i 

(i) 7tc#®^P, 
5 (ii) C 1 ~4 7;i/*;i^ 

(iii) Aoy>Sf, itzli 

(iv) b 'J^tM^&^frU 
C y c 1 m\i 

l> J w w // w w // 

10 C y c 2 &fi 

(i) gtUSi^ Sfctt 

(ii) ^xn^fc^frU 
R3(± 

(i) ^Jfcjg^ 
15 (ii) C l~87;Wi, 

(iii) ^n^>li^ 

(iv) C + 

(v) -bni, 

(vi) bV^u*?-)^ 
20 (vii) hU^opt h*v^ 

(viii) HJ^cM?-;^*^ 

(ix) vT/i, ifcli 

(x) Cl-47>WtM^U 
R4{i 
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(i) — A 4 -C— COOR 7 4^*4 

(ii) 2, 4-f-T*/')*S>*S*>-5-4 ****EfeU 
A4{i 

(0 

5 (ii) C l-4 7;Kl/>i, 

(iii) -C 1 -AT)V^V>-0~^ $tz\* 

(iv) -C l~47)V*\/>-S-&i%t>L, 

10 fc£U 

(1) R4&2&ttz\*3mz%i&1-Z>i><?)t U 

(2) R4*«3ffi»ctt^U A fcl±**U>*£fcU A3^?CH 
*£*>U Cyc lK/^tSj?ti§, AMi^fWA xfl/>, £fc 

2. ft$Offtm tefteHRjft (I) ■C^Stti-fb**, **tfeO*«tttt, 

3. »*o«H 1 C«oHR* (I) -C*$*v*fl:^> **i?»o*«tta, 
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liifr&flk HDL3l/Xfn-;HM LDL3 U7>y-v — Jl'i3£&/t. tz 
4 . -*5S ( I ) 




io (a*, 

A 1 (iC 1 ~4 7;^l/>Ii/;liC 2 ~4 T^-l^gSr^fcU 
A 2 (i-0 fctt- S -&*&t> U 
A3{iCH«£{iN&£fE;bU 
nt±l~5£^;bU 
15 R 1 li 

(i) 7fcltJg?\ 

(u) C 1~8 7)^;H, 

(iii) Any>Sf, 

(iv) C l~4 7Jl'3 + yI, 
20 (v) -Fnl, 

(vi) M^n^f-;i,g, 

(vii) h 'J^tM 

(viii) HJ^n^;u?-*^ 
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(ix) ->7^, 

(x) Cl~47WftI, 

(xi) nr5r6^ (g*, R5^j:ofR6tt^^naa:L-c, &$m=f-tt: 

liC l~47W£^bf. ) , 
5 (xii) £t^SS&, ifcli 
(xiii) 'Vf ngRgfc^fcU 
R2{i 

(i) ^K^, 
(n) C 

10 (in) /\U ZM± 

(iv) h'jAD^f;i/I^U 
Cycllli 



Cyc2llJ 

15 a) &mm&. sfc« 

(ii) Arnfi^L, 
R3(i 

(i) jjcfclg^ 

(ii) C 1-8 7;^;^, 
20 (iii) Aoy>Hf, 

(iv) C l~4 7^3#y|, 

(v) -fol, 

(vi) MJ^nptf-;^ 

(vii) h 'J^cm f^fyi, 
25 (vui) h 'J 
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(ix) vt;!, itz\i 

(x) C l ~4 7A'*;uf-*&£^frU 

R° R 9 

(i) — A 4 -C— COOR 7 2k Sfcii 

5 (ii) 2, 4-f-TV'J y>y*>-5-^^**lEteU 

(ii) C l~4 7;^l/>i, 

(iii) -Cl~47^U>-0-I, ttzit 
10 (iv) -C l~4 7;i/*U>-S-«gfcU 

R7, rs is x&r 9 a*ti?tum:Lx. 4 fcf±C 1 - 4 7**>w 

(1) R4f±2ft£ £14 3 U 
15 (2) R4#3ttK:tt<frU A4##e^i^ttptf-i/>Srat)U A3^CH 
£^fc>U C y c l^^-tr^Sr^fcrfh Al|i^fl/>, xf 

20 5. iMi4E«^)-^ (I) -C^JtLM^ion, Cyc II 
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6 . it&m*. 

I) 5- (3- (tf7xx;l/-4->f /M ]>*v) 7x^;u) s<>9>&'*1- 
5 2) 4- (3- (fcf7x-rt—4 -4 7x;)P) T^yfe-m-fr 

3) 4- (3- (2- (5-^fA'-2-7x^^ty-^-4-^) x 
b*v) 7x^) 7*>g£ • ^fA/XXf^, 

4) 6- (3- (2- (5-^fJl'-2-7xzmtyHl'-4-'f^) x 
10 7x-fl/) • >* f-rt'XT.rJK 

5) 5- (3- (2- (5-p«f L ^-2-7a:-;i'^^-9-y , -;w-4-'f ;u) x 
h+v) 7xx\;i,) >g£ • ^f-zl/x.xf-JK 

6) 6- (2- (2- (5-^f^-2-7x^;i/t+tV-^-4-^^)x 
h^v) 7x^^) ^\^MJ->$ • ^^;i/x^r;i^, 

15 7) 5- (2- (2- (5-^f-;u-2-7oi-;w^^r-9-y-;u-4->f;i/) x 
h*v) 71-^) >g£ • ptf-ji/x*rJK 

8) 2- (3- (2- (5-^f^-2-7x-Wty-;i'-4-'f;i') x 
F^fy) 7x-^) 8t=B£ • ;K 

9) 5- (3- (3- (5-^f^-2-7x-;i/^W-;i/-4-^^) 7 
20 n*>v) 7ji-;u) ^>^S-^f^X7,f>K 

10) 2- (3- (2- (5-^^-2- (4-^f;P7x^) ^4rf-V*- 
ju-4 — f;w) x^y) 7x-^) H^fmr^ 

II) 2- (3- (2- (5-*?-;i/-2- (4-xf^7x-fl/) **^v*- 
;U-4->f;l/) 7x-;i/) ^f;i/X7f;K 

25 12) 2- (3- (2- (5 2- (4 -7n tT;i/7xxwu) **-9-y* 
-;i/-4 xh^rv) 7x-^) IS8^f^f)K 
13) 2- (3- (2- (5->f-;i/-2- (4-^7 7*ne;W7xx;U) 
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14) 2- (3- (2- (5-*f-/u-2- (4- (2 f^^n fc:» 7^ 
-;i/) ^^-9-V-;w-4 -A P) x^y) 7x-;w) • * -^l/x.*x;K 

15) 2- (3- (2- (5 -^f-;u- 2 - (4-t-W7x^) **>9- 
5 V*-;i/-4 ->f ;W) xh^y) 7x-^) gfcgg • ^;i/jc*-r>K 

16) 2- (3- (2- (5 -><f-;U- 2 - (4-n+v7i-il/) ^^r^V 

17) 2 - (3- (2- (5 2- (3, 4-S>* Ky7xz^) * 

4 -4*) x>*y) 7x;ji/) SS^f^riK 
10 18) 2 - (3 - (5-^^-2-7x-;^W-Jl'-4-'f;l/) 
'>) 7x^) ft|.^f)HXf^ 

19) 2- (3- (2- (5 2-7x-^f7 v /-Jl'- 4 ->f ;U) x. 

h*v) 7xijv) m • ^;i/.i.*t;k 

20) 2- (3- (3- (5-^f^-2-7xxj^W-Jl/-4-'f^) 
15 7*n#4r~/) ^ai-^) 6fcB£ • ^>v.x;WK 

21) 2- (3- (2- (2-7x-;KW-;i/-4-^l/) x^*-» 7 

22) 2 - (3- (2- (5 -^f-Jl/- 2 - (3-^nn-4-^f;i/7xr)i/) 

20 23) 2 - (3 - (2 - (5-x^;W-2-7oi-;i/^^-9-7 p -;i,-4-^;u) 
xh+i/) 7xzji/) gfigfc • ^fji/i^f^, 

24) 2- (3- (2- (5-^^;U-2- (4-7f^7x-Jl/) 
;l/ _ 4 _^ ;V/ ) xh^y) 7x-;i/) ^^f^f^ 

25) 2- (3- (2- (5->f-^-2- (4-^nD7x^) * 
25 )\s-A-4)V) xUy) 7x-;l/) ^^f-Ji/x^r^ 

26) 2- (3- (2- (5 2 - ( 2 x-)U) ^-^^y_ 
;U-4 — f*,) x^y) 7x-;U) gfcgg • ^ ^;i/JL7>r >K 
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27) 2- (3- (2- (5 2- (3 ->*-*7jl-/10 

28) 2- (3- (2- (5-^f-;u-2- (4- h 'J 7^tn^ f^7i-M 
5 29) 2 - (3- (2- (5-*f-*-2- (4-7)^D7xz;p) 

30) 2- (3- (2- (5 ->^;W-2- (4-y7/7x^) ^^V- 
;i/-4 — f/U) x>**» 7x^) • * f-;i/X*r;K 

31) 2 - (3 - (2 - (5-*Tfr-2- (3-xhn-4-^f;l/7xx;i.) 
10 *^"9-y-A^-4— f A') x^y) 7x-;i/) gfc$ • ;*f-;i/xx>r>K 

32) 2- (3- (2- (5 2 - (4-^>f-;P7ji-;i/) **-9-V 

33) 2- (3- (2- (5-^f-;l/-2- (4 h D 7x~;i/) 
;u _4_^ ;l/ ) jch^v) 7x-;i/) ftK- >f-^o.^f-^ 

15 34) 5 - (3 - (lf7x-;l/-4-'fWF+y) 7x^) 

35) 4- (3- (e7x-^-4-^Mf+y) 7x-jl/) 

36) 4- (3- (2- (5-^f;v-2-7x-;i/tnv*-;l/-4-^l/) 
i^y) 7x-)P) 

37) 6- (3- (2- (5-^f^-2-7xx^ty*-^-4->f;l/) 
20 xh^y) 7x-)l') *>*Wr>WL* 

38) 5- (3- (2- (5-^f;l/-2-7xx^^tv*-;i/-4-^;i/) 
^h*v) 7x^) ^>?>g£, 

39) 6- (2- (2- (5-^f;P-2-7x-Jl/tW-;i'-4-^;H 
x^y) 7x^jP) ^*-9->$, 

25 40) 5— (2- (2- (5->f^-2-7xx;l/t^rt/-^-4-^;V) 
x^y) 7x-jl/) 

41) 2- (3- (2- (5-^f^-2-7x^+ty*-;i/-4-^l/) 



229 



WO 99/46232 



PCT/JP99/01134 



42) 5- (3- (3- (5-*1-)\'-2-'7*-fr**4ty-)\'-4-4 )V) 

43) 2- (3- (2- (5 2- (4-^f;l'7x-^) 
5 ;W-4-^;i/) xj*4rv) 7i-il') gfclg, 

44) 2- (3- (2- (5 2- (4-xf;i/7i^) *3MfV*- 
;U_ 4 _^;i / ) x^y) 7x-;U) ft®, 

45) 2- (3- (2- (5-^^-2- (4-yn^7i-^) 
-;l/-4--f;V) xf+y) 7xX)l.) gfc$, 

10 46) 2- (3- (2- (5 2 - (4 ->f V^D fcf;i/7 jc-;P) 

•9-V-/U-4— f*) x^y) 7i-^) bh& 

47) 2- (3- (2- (5 - 2 - (4- (2->Wn^) 7x 
-;l/) ^-^•9"V-;i/-4-'f^) i^y) 7x^/p) gfc$ N 

48) 2- (3- (2- (5 2- (4 - t 7 x-*) 
15 x^y) 7x-^) 

49) 2- (3- (2- (5 2- (4-^f+y7x^) **"9-V 
-;U-4-^;U) Jcb^rv) 7x^) 

50) 2- (3- (2- (5 2- (3, 4 - V* h * v7x-*) * 
*-9-v*-;i/-4->f ;u) xh^rv) 7x-;i/) Bi=& % 

20 51) 2 - (3 - (5->f-^-2-7jcr.;U**-frV-/l'-4--Ol') p( J. * 
v) 7xZA.) 

52) 2- (3- (2- (5-^^;i/-2-7x-^TV'-;u-4--f;w) x 
h*v) 7x-)H »K % 

53) 2- (3- (3 - (5-^f-;u-2-7x-;ut^-9-y*-^-4--f;i') 
25 7*n#*v) 7xx^) 

54) 2- (3- (2- (2-7xxmty-^-4->f^ xh^y) 7 
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55) 2- (3- (2- (5 -^f-;U-2 - (3 no- 4 -^f^7xz^) 
**^V-^-4->Ol') xh*"» 7i-H') 

56) 2- (3- (2- (5-if^-2-7i-;HW-;l'-4-'f;V) 
5 57) 2- (3 - (2- (5->f-;U-2- *7i.-*) tWf- 

58) 2- (3- (2- (5 2*- (4-^nn7x-^) 
4,-4-4*) xf^y) 7x^Jl/) gj=®* 

59) 2- (3- (2- (5 2 - (2-^f*7xi*) 
10 JV— 4 — f A') xh+y) 7x-^) Ifcgfc, 

60) 2- (3- (2- (5-^f-*-2- (3-^f;V7xx^) ^.9-/- 

Xh4r~» 7x-Jl/) 

61) 2- (3- (2- (5-^f-;U-2- (4-hV7^n^f;i/7xx;i/) 

15 62) 2 - (3 - (2 - (5-^f-;U-2- (4-7^U7xx^) *W/ 
-;U-4 — f;u) xh^fy) 7x^;i/) gf=$ % 

63) 2- (3- (2- (5 *•/!/- 2- (4 -v7^ 7x-*) 

64) 2- (3- (2- (5-p<f-;W-2- (3 h n- 4 -^f^7xx^) 
20 m7-^-4-'f^)xh^y) 7xx^) ^ 

65) 2- (3- (2- (5-*f-*-2- (4-^>f ;l/7xx;l/) 

xh^i/) 7xxj/)j|g, 

66) 2- (3- (2- (5 2- (4--fD7xXjl/) jj-^y- 
;u _4_^;i / ) z ^y) 7x-;u) gf;® % 

25 67) 2 - (3 - (2- (5 -^f^-2-7xx;i/tW-^-4-^H 
x-^uf-*) 7i-^) • ^f-;wx^r;K 

68) 2- (3- (2- (5-^^-2-7x^W-^-4-f;i') 



231 



WO 99/46232 



PCT/JP99/01134 



7. 

5 1) 2- (3 - (4- (4-^f;i'7x-;i') f7V-;l/-2-'f;Mh*v) 

2) 2- (3- (3- (t'7x-^-4-{;^ h*v) 7i-^) yn fc:>f- 

3) 2- (3- (3- (4- (4-^f;i/7x-^) f7V-;t'-2-'fW h- 
10 7x-;i/) 7ne;i/?-*) • p< f-;u«-f ;k 

4) 2- (3- (tr7x-;l/-4->f 7i^;i^ f-;uf-*) • 

5) 2- (3- (2- (5-^f;i/-2-7x^mt7-Jl'-4-'f;l') x 
h*v) 7x-^^f;Pft) Sl^fJVxXf^ 

15 6) 2 - (3 - (3 - (2- (5-^fJl/-2-7x-W^tV-^-4-^f 
)V) x(.^» 7x-;w) 7otf;i/f-^) ^->f-;ux^x;K 

7) 2 - (3 - (2 - (tf7x^;i/-4 >W xF*y) 7x-JMf)l/f*) 

8) 2- (4 -?nn-3 - (2- (5-^^-2-7x-WW-^- 
20 4 -^^) xh^y) 7xx;Mf^ft) ftS^f^iXf;K 

9) 2- (4 - (4- (4-^f^7xx;i/) ^ T y_ ;V/ _ 2 

10) 2- (3- (fcf7x-;W-4 h*v) -4-^DD7i-W f- 

25 11) 2- (3- ( (2E) -3- (fcf7x-;U- 4 -4 AO 7n^xj^ + y) 
7ix;i/^f)i/f^) 

12) 2- (3- (3- (d'7x^;p-4 ->f AO 7n***v) 7i-;Wf)i/ 
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13) 2- (3- (kT7x-;i/-4-^;up» tT'J S»-5 -W 

14) 2- (3- (4* -7*nfcf>l/tf7x-;l/--4 -'Ol'.* h*v) 7jl^;i^ 

5 f-;i^*) gfc$ • ^f^xxf;K 

15) 2- (3- (4- (If 'jy>-4 —f 7i-W Hr*» 7x^;M 

16) 2- (3- (4- W)V>-3 -J P) 7x^;l/p<h*v) 7jc^;u> 

10 17) 2- (3- (4- (1, 3 -V**4M>r>-5 -4*). 7x^W 1> 
*v) 7x-;upt^;w-?-^) gjsft • ^f^f;v, 

18) 2- (3- (4- (lfjy>-2-'f;W) 7x-;^h^ry) 7i^)M 

19) 2- (3- (4- (l, 3- , J***Myy>-4-4n') 7x^;M h 
15 7x-;l/^f Jl/ft) Bfcifc • 2 f Jl'i^f^, 

20) 2- (3- (2-7x^fr , /-fl'-4-'f;M h*v) 7x^Wf 

21) 2- (3- (2- (5 2 - (4-^f^7xz;i/) *^>/_ 
;i/-4-^;i/) Jih^rv) 7x^WWt) gfe$ • * f-;WC*r >K 

20 22) 2 - (3- (2- (2 - 7x-W/-iV-4-'f^) x^y) 7i 

-;i/^f-;bf-^-) gfcgfc- ^f-;wx^r;w x 

23) 2- (3- (2- (2-7x^*W-*-4--f*) x^y) 7 

24) 2- (3- (2- (5-^^-2 - (1, 3 - v^^MM 5 - 
25 -OW) **-g-*/-,*-4— flU) .xh**» 7i-;l/pt^;i/^^) 

25) 2 - (3 - (5-^^^-2 -7x-;W^^r^V > -JU-4 — f /M h*v) 
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26) 2- (3- (3- (5-H-)\/-2-7x.-)\'*3rW-fr-4-'[ )U) 

27) 2- (3- (2- (5 -^f-^-2- (2-^fA/7x-;V) 

28) 2- (3- (2- (5 2- (3 -^f;V7x-;i/) 

29) 2- (3- (2- (5 2- (4 b *v7x-;U) ^^^V 
-;i/-4-^;P) xh^rv) 7i-)MfWi) ftfig- ^f-^J^xJK 

10 30) 2 - (3 - (2- (5 ->f^-2-7x-;i/t+t , /-il'-4-'f;i') 

xf + v) -5-^no7x-;MWt) gj=g£ • > f-^ac^r;^ 

31) 2- (3- (2- (5-^^;i'-2-VJL^;i/^-^r-9-V , -;l/-4-^^) 
iKv) -2-^ffl'7x-jMfW) ffi|?^f;i/x^f;K 

32) 2- (3- (2- (5-^^;W-2-7ji-;U^^-9-V*-^-4 --f >U) 

33) 2- (3- (2- (5->f;l'-2-7xx;i/t^ty-^-4-^^) 

34) 2- (3- (2- (5-^f^-2-7x-Jl/t^tV-^-4->f;i') 
20 35) 2 - (3 - (2 - (5 2 - (4-xf ;i/7xx;v) ^^^V- 

36) 2- (3- (2- (5-^f-;i/-2- (4-7ot>7xx^) tf^V 
_;i / _4_^ ;l/ ) xh*$/) 7x-;Mf;vft) Si-^f;^fJK 

37) 2- (3- (2- (5-^f-;b-2- ( 4 -^f V 7n \£)Uy ^=.)V) 

25 •9-v*-;u-4--f;u) x-h + v) 7xxjMf;i/fi) gj=$ • ;*^;i/.x;*.-r;K 

38) 2- (3- (2- (5-^f^-2-7xx;i/f7/-^-4-/f^) x 
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39) 2- (3- (2- (5 -^f-A/- 2 - (4 

40) 2- (3- (2- ( 5 -xf 2 - 7x^;i/t 4 - ^ ;v) 

5 41) 2- (3- (2- (5-^f-;U-2- (4-^>f^7i-Jl/) **-9-V 
4-4 )\/) a.h^v) 7i-^^f;i/ft) SSS^f^fJK 

42) 2- (3- (2- (5-*^ ;i/-2-->^o^+">;i/^+-9-y-;l/-4 - 

43) 2- (3- (2- (5-Xf-;U-2- (4- (2-^f;vyn^) 7x 
10 ^;U) **.fr*/-A,_4--f fl,) xh^» 7i-WWt) gfeK • ^ f- 

44) 2- (3- (2- (5-*f'A'-2- (4 - t -7f^7x-)I/) 

V-;i/-4->f;w) xh^fy) 7x-;^wt) fttt • ^f-^J^Xr/K 

45) 2- (3- (2- (5 -^f-;U-2 - (4 - i/9 n^\* v;i/7x-;i/) * 
15 *-frV-/U-4 -4 if#y) 7i-)MWt) ^-^f^f 

46) 2- (3- (5 2- (1, 3-v^^^^>^>-5-^;W) 
20 47) 2 - (3 - (5-^^-2- (4-^V7n^7x-)l/) ^^r^y- 

48) 2- (3- (2- (4-^;u-2-7i-;w**-9-V-;i'-5--f;i') 

49) 2- (3- (2- (5 -^^-2 - (3, 4 -S?* h*'>7x-/U) * 
25 *-9-V-;i/-4 ->f ;w) x^y) 7ji^.;1/^ ^;i/f-^-) ft& • ^^l/J.^y- 
50) 2- (3- (2- (5 -^f-;u- 2 - (4-^f;Hf^7V>-l 
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51) 2- (3- (2- (5 2- (tf';y>-2 -4 ;!/) 

5 52) 2 - (3 - (2 - (5 -^Jl'- 2 - (ft7x>-2-^) ^^^V 
-;l/-4-^f;i/) ih^rv) 7x-)Mf^ft) gfcgfc • > >K 
53) 2- (3- (2- (5 - ^7^7x-;i') * 

4r-9-V-;i/-4 ->f ^) xh + v) 7x^)1/^^^) fifc$ • ^f-^x^x 
A', 

10 54) 2 - (3 - (2 - (5 -^f-^-2-v^n^^f-;l/^-4r-^V-;w-4 - 
>fjl/) o:h4rv) 7x-;MWt) gfc$ • * f-ZUMr- ;K 

55) 2- (3- (2- (5-^^^-2-v^n7 f ntr;i/^-+^V-;i'-4 - 
>f;W) x^y) 7x-JMWt) ^f;i/X7f^ 

56) 2- (3- (2- (5-^^;U-2- (4 - (1, 2, 3-^TvTV- 
15 JU-4 — OW) 7x-)l/) ^•^•9-V-;U-4-'f;W) X^y) 7xX^f- 

57) 2- (3- (2- (5 2- (4- (4-^f-^-l, 2, 3- ' 

7x-;u>f-;i,?-*) ^f-Aotx-f/u, 
20 58) 2 - (3- (2 - (5 2- (7?>- 2 ->f >U) ^^-9"/-^ 
-4 — OU) x|>^» 7xx;MfJVft) ft»«>f^fA', 

59) 2- (3- (2- (5-^;l/-2- (H''J^>-4-^JV) 
)V-A — xh^y) 7xx;MfWt) Sl^f^xXf^ 

60) 2- (3- (2- (5 - ^ f Jl'- 2 - 7xx;^^ty-^ - 4 - ^l') 
25 Xf^fy) 7ji-;W> h*v) gfc® • t -^f-AO^T-JK 

61) 2- (3- (2- (5 2- (fcfV Vy-Z 
;i/-4->f;p) xh^y) 7xxwf)i,ft) • >f ^, 
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62) 2 - (3 - (4 - (4-^f;V7x-Jl/) f 7^-2-^;^ 

63) 2- (3- (3- (e7x-;i/-4-'fW h**sj 7x-;i/) ^ne* 
**) 

5 64) 2 - (3 - (3- (4- f-7 V-^- 2 -4 * > 

65) 2- (3- (lf7x-^-4->f /M h*v) 7xi^fW)ftK, 

66) 2- (3- (2- (5-^f^-2-7xx;^W-^-4->f;i/) 
iKv) 7x-^fW*) 

10 67) 2 - (3- (3- (2- (5-^f^-2-7x-Jl/tW-^-4 - 
4)V) -xh*v) 7*-*) 7nfc?;uf-*) 

68) 2- (3- (2- (kf7oi-;i/-4 ->f X^y) y *?-)V1- 

*) wm> 

69) 2- (4-^DD-3- (2- (5-^f;l/-2-7x-;Vt^7*-Jl' 
15 -4-4)\s) xh^fy) 7x-;u* fj-g^ 

70) 2- (4 n u-3 - (4- (4-^f^7x-M f7V-^-2- 

71) 2- (3- (fcT7x-/t'-4->f;t'<* -4-?nD7x^;Mf 

20 72) 2 - (3 - ( (2 E) -3- (t'7x-;i/-4-'f M yu^ji/*^v) 
7x-;^Wt) 

73) 2- (3- (3- (e7xzji/-4-/f;i/) 7o#*v) 7x^;Mf-;U 

74) 2- (3- (lf7xX^-4-/f;MJ.^i/) e«; v>-5--f;Wp<f-^ 

25 

75) 2- (3- (4' -7nn";i/tf-7i^;i/-4 h*v) 7x^;Up< 
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76) 2- (3- (4- (fcf'J 7x^Wh^y) 7x^;M 

77) 2- (3- (4- (eVv>-3--f;U) 7x^;M h+y) 7x^;M 
5 78) 2 - (3 - (4 - (1, 3 — >?>- 5- 7iiW h 

79) 2- (3- (4- (fc?Vv>- 2-^) 7*->k* h*v) 7x^JM 

80) 2- (3- (4- (1, 3-^**-9->f >^>-4->f;W 7x;;M |« 
10 7x;)MfW^) RH& 

81) 2- (3- (2-7xx;i/f 7 , /-^-4-'fW h^>) 7x^JMf 

^*). BMfc. 

82) 2- (3- (2- (5-^^;W-2- ^7xz;l/) jj-^y- 
15 83) 2 - (3 - (2 - (2 - 7jt-/Uf-T*/-A'-4— f>U) xh^-» 7 x 

84) 2- (3- (2- (2-7x-;^W-^-4->fJl') x^y) 7 

85) 2- (3- (2- (5-^f-;U-2- (1, 3 -~7*3MM 5 - 

86) 2- (3- (5->f^-2-7xx;VtW-jl'-4-'fW h*v) 
7*-** 

87) 2- (3- (3- (5-^f^/-2-7x-WtV-^-4->f;i') 

25 88) 2 - (3 - (2 - (5-^^^-2- (2-^fJV7xx^) 

89) 2- (3- (2- (5 2- (3->f;i/7xxjl/) ^-y-y- 
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90) 2- (3- (2- (5-^f-^-2- (4-p< ^v7x^;l/) **-9-y 

91) 2- (3- (2- (5->^;V'-2-7x->iW^^^V-;i'-4-'f;i/) 

92) 2- (3- (2- (5-^f^-2-7x-;^W-Jl/-4-^Jl/) 

-2-^W7x;;MWt) Bfc$, 

93) 2- (3- (2- (5->f^-2-7x^HW-Jl'-4-'f;l') 
-l-^fil/Xh^y) 7x-JMWt) 

10 94) 2- (3 - (2 - (5-^^;i/-2-7ai-;i/^^^v*-;i/-4 — 

7*n#^rv) 7x-JV^f^ft) 

95) 2- (3- (2- (5-^f^-2-7x-WW-;i'-4-'fJl') 
x.b*v) 7 7'D;r/g . ^- h y 

96) 2- (3- (2- (5-^^-2- (4-xf*7x^) **^V- 
15 4-4)1) i^y) 7x-;MfWt) fi^ 

97) 2- (3- (2- (5 - > f-A'- 2 - (4 -7*n If;l/7x-^) 
-)V-4-4)V) xKy) 7x-iMf^ft) 

98) 2- (3- (2- (5 2 - ( 4 - 4 V "/n tf ;U7 ^=-)V) * * 
W-)\<-4-4 xb^y) 7i-;i/ptf-;l/^^) gfc^ 

20 99) 2- (3 - (2 - (5 -^f;l'-2-7x^f7V-^-4-'fM x. 
h*v) 7xz;Mf^f^-) 
. 100) 2- (3- (2- (5-^^-2- (4-7*f-^7x-^) ^-^y- 
;p_ 4 _^;p) xh^-y) 7x-;MWt) Bfc&> 

101) 2- (3- (2- ( 5 -xf ^- 2 - 7 x - 4 - ^ ^) 
25 xh^y) 7o:-;u^f-;uf-^-) gj=$^ 

102) 2- (3- (2- (5-p<^;U-2- (4 -^>f^7xx;i/) 
-^-4-4 )],) xKi/) 7x^wwt) 
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103) 2- (3- (2- (5-^f-;V-2-v?o^*v;u**-ify-;u-4- 
Jih^rv) 7x-JMf;i/f^) 

104) 2- (3- (2- (5 2 - (4- (2 ?71/7*n tT;i/) 7x 
^-^•9-y-;i/-4--f^) xh^» 7x;^^Wt) ft®, 

5 105) 2- (3 - (2- (5-^^-2 - (4- t -7*f ^7x-;U) 

106) 2- (3- (2- (5-^:771—2- (4-v'^OA^y^7xx;i/) * 

^•9-V-;i/-4-'f ;w) x^y) 7x-wfW) mk. 

107) 2- (3- (5-*f7U-2- (1, 3-V**V4 >y>-5-J )V) 
10 t^"9-y-;i'-4 -^fr* h*v) 7x-JMf^ft) 

108) 2- (3- (5 2 - (4-^f77nif;i/7x^) ^•tf-T'- 

109) 2- (3- (2- (4-p<^-2-7:x-^**^7*-;i/-5-'r;i') 
•xh*v) 7x^;MWt) gfc$L 

15 110) 2- (3 - (2 - (5-^^-2 - (3, 4-y^ h+v7x-;v) t 
*-9-V-;U-4 -Jfr) Xh^y) 7x-)MfJPf*) gfc$L 

111) 2- (3 - (2- (5-^^-2- (4-*f7H£*c?$»- 1 -- f*) 
*4r-9-y-;w-4-'f ;v) xh^-y) 7x-;Mf;i/f^) gj=$, 

112) 2- (3- (2- (5-*?7l/-2- (kfU v>-2-^f;i/) 
20 ;w-4-^;w) J^b^v) 7x;jMfjPft) gfc®, 

113) 2- (3- (2- (5 -*?7l/- 2 - (f-*7x>-2-^l') **-f7* 
-;U-4-^;U) x^y) 7 ji-^^ f-;l/^t) 

114) 2- (3- (2- (5-^;U-2- (4-^W5y7x-M * 

*-9-y*-;u-4-'f *) x^y) 7^;u^ f-^f-*) 
25 115) 2- (3M2M5-^?-;^-2-v*^^7f7^**•9-7•-;^-4- 
>f;^) x^y) 7x-/Mf7i/f-*) gj=®L 

116) 2- (3- (2- ( 5-^7-^-2 -v?n7n £'^**^y*-;t/- 4- 
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117) 2- (3- (2- (5 2- (4- (1, 2, 3-f7y'7V- 
;l/-4-^f;W 71-^) t4r"9- s /-;i/-4-^f;l') X^y) 7ix;Mf 

INK, 

5 118) 2- (3- (2- (5-*^;i/-2- (4- 2, 3- 

f7y7/-^-5->f^) 7x-;i/) **-9-v*-;i/-4--r x^y) 

7i-wfm) 

119) 2- (3- (2- (5 -^f-JU- 2 - (77>-2-'f^) **-9-V-;i/ 
-4--f;i/) x^y) 7xx;^Wt) 
10 120) 2- (3- (2- (5-^f-;W-2- (f'J v>-4-^f;i/) 
^— 4 — f ^) x^y) 7xx;MWt) |f>& 

121) 2- (3- (2- (5-^;V-2-7xx;^HV-^-4-^l') 
xh+y) 7x-W h*v) ftlt 

122) 2- (3- (2- (5 2- (tf V 3 — f /I/) 
15 Xh4r'» 7xx;Mf;l^ft) 

123) 2- (3- (2- (S->f;l/-2-7xxH^y-;v-4-^;p) 
xf + y) 7xxjMWt) - 2 -^fJpyD/r/H • xf;vxj^f 

124) 2- (3- (2- (5-^f;i'-2-7xxjl/tW-^-4-'f^) 

20 125) 2- (3- (2- {S—***~-2- (1, 3 -S^**-^ ^^-5- 
-Ow) **-9-V-;u-4-'Oi/) x^y) 7x-WF+y) ffc® • t-7 

126) 2- (3- (2- (5 2- (1, 3 - i?**^ > - 5 - 
-ifr) •**V-V-)V-A-'()\>) xh+y) 7x^^^y) ftK, ttzit 

8 . i\&mw. 
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1) 6- (3- (4- (4-^fil'7x-;i') f-7V*-^-2-W;W^ f^fv) 
7x-jv) ^*^>$ • 

2) 4- (3- (4- (4-^f^7x-;i/) f7y*-il/-2 ->f h*v) 
5 3) 6- (2- (4- (4-^f^7x-]P) *7 % /-JU- 2 -4 h*v) 

4) 2- (5- (tT7i-;U-4-W h*v) -2 hn7x-)Mf^ 

5) 2- (3- (tT7i-;U- 4 -^JM h*v) -4--h07x^Mf)l' 
10 f-*) §fcg£ • ^f^fJK 

6) 2- (3- (2- (5 2 - (4-h'j7;i'tD^fJl'7xz;i/) 

JP— 4 — f >u) xf+y) 7x-;i/^f^fi) ffiK^f;i/x^ 

7) 2- (3- (2- (5-***- 2- (4-7;i/*n7xx;i/) **-9->/- 
15 ;l/-4-'Ol') xh4r'» 7x-WWt) iK^f^XfJK 

8) 2- (3- (2- (5-*-f;U-2- (4-^oD7x^) **-*7-fl' 
-4->f;V) xh*v) 7x-^^fWi-) ^^f^fiK 

9) 2- (3- (2- (5-^f^-2-7xx;i/t^ftV-^-4-^^) x 
h^rv) 7x-*) -2 -^f-;l/70/0$ • >f-;WX>WK 

20 10) 2- (3- (2- (5-^f-^-2- (4--hn7xx;u) 
;i/-4-^;i/) xh*v) 7xx;i/^fjl/ft) gfc$ • ^;Wn.*r 

11) 2- (1- (3- (2- (5-^fJl'-2-7xxjPt^y-^-4- 
>f;i/) x^y) 7x-;l/) Bfcg£ • ptf-^x^-r^, 

12) 2- (3- (2- (5-hV7;U*n>^-2-7i-;u**^/-;b 
25 —4 — T ^) i^v) 7x^;i/;*^;i^;i-) ftg- jif ^xxf^ 

13) 2 - (3- (2- (5-^f-^-2- (2, 2-y'7^n-i, 3-v* 
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14) 2- (3- (2- (5 ->f-;u- 2 - (2, 3, 5, 6-ff77;^o 

*W/-A'-4->f *) ib+y) 7x-jl/^f ;i/ 
?■*) • ;*^*x*-fA> % 
5 15) 2- (3- (2- (5-*^*- 2- (3-^DD-4-yf^7x^;i/) 

16) 2- (3- (2- (5-^f-;U-2- (4-FV7;i/tn^h + y7xc 

17) 2- (3- (2- (5 - J***- 2- (3, 4, 5 - h V * h*v7 a.- 
rtO )\>- A -4 )V) xh^rv) 7*-**?^?-*) gt=$ • *-^;u 

18) 2- (3- (2- (5 2- (4-^Wt7x-^) **■* 
15 4 -**) x^y) 7x-ju^^;i/^^-) H=l? • ^f^xxfJK 

19) 2- (3- (2- (5 2 - (3--fD-4-^f^7x-;V) 
*^-9-V-;w- 4-4 AO xl>^» 7x-;Mf;Vft) f|=$ • ^;i/x* 

20) 2- (3- (2- (5 2- (1, 3-V**4M>y>-5 - 
20 <<*) t^y"-)^-4-^ )V) xh+y) -7jl-)Is) g^i^f^f^ 

21) 2- (3- (2- (5-^f-;U-2- (3, 4, 5-h'Jn4rv7x^ 
/U) ***7 , -A'-4-'f A>) X^y) 7xX^) ftR-^fA'X^f^ 

22) 2- (3- (2- (5-^^-2- (4 - h 'J 7**0* h^>7xx 
AO *4r^V-*-4->f *) x^y) 7xxfl/) ^-^f^xxf^ 

25 23) 2 - (3 - (2 - (5 2- (2, 2-^7A>*n-i, 3-v 
**"t>f >^>-5 ->f AO *^-9-V-*-4 — f AO x^y) 7xx^) 
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24) 2- (3- (2- {5-*f-»-2- (4-1- , J7^d^W7x 

**'9-y-A'-4-'fA') Xh^rv) 7 x^rt/^f-fl^*) 

25) 2- (3- (2- (5 2- ( 4 ->7 ^ 7 x^A/) jJ-^-ij-y- 
5 ;u-4--Oi/) x^y) 7jc-;vp«^;pf-^) ft=$ • ^A/x.xt^K 

26) 2 - (3- (2- (5-^A'-2- (4-y^nA^ y ji/7i-^) * 
^V-;u-4 --f ;u) x^y) 7i-;u) • >f-A^«f-^ % 

27) 2- (3- (2- (5 -*^fl/-2- (4-^W^7x-Jl^) * 

)V) xh^ri/) 7ix;l/) gj=$ • j* f^x^f- A^ 
10 28) 2 - (3 - (2 - (5 -^f-;W-2- (f t7x>-2-^fJl/) 
-;W-4 — f^) xh^y) 7iXf) gfcgg • * f-^X^f-^ 

29) 2- (3- (2- (5--**-A"-2 - (77>-2-f^) **-g-V-A/ 
-4-4*0 xh^fy) 7xx;v) ftR-^f^x^fX', 

30) 2- (3- (2- (5 - (fcf'j v>-2 -> f AO 
15 *-4— 4*) x^y) 7ixjk) ^ • ptf-;i/x^x;K 

31) 2- (3- (2- (5 - 2, 3-f7~7 
7V-^-5-'f^) *W/-a/-4— fAO xK'» 7 x^AO gfcg. 
ptf-A'X.a-jrA^ 

32) 2- (3- (2- (5-^f-;u-2- (2, 3, 5, 6-f h77Wa 
20 -4-^f;i'7x^) *4MJ-V-A/-4 -4 a0 x^y) 7zx^)S8- 

33) 2- (3- (2- (5-^;U-2-v?n^*v;^3r-9-y-;i,-4 - 
4*0 xh^v) 7x-;l/) g£g£ . > f-A^x^f-A/, 

34) 2- (3- (2- (5-^^^-2-v^D^>f-;i/^-4r-9-7 < -;W-4 - 
25 4 AO x^y) 7i-^) gfcgg • ^f^f^K 

35) 2- (3- (2- (5-^f-;U-2- (If 'J 5? 3 AO 
;l ,_4_^ ; v) x.h+v) 7*. -AO ^^f-^xxfJK 
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36) 2- (3- (2- (5-^f-;i'-2- (fc? V 4 -4 )\>) **^y*- 

37) 2- (3- (2- (5 -^^^-2- (4-^f^7^>-l — f*) 

5 38) 2 - (3 - (2 - (5 -^f-;W-2- (4-^ Wt7x-;i/) 
V-;i/-4-^f;i/) ^h^rv) 7i-ii') ftft • ^f-^x^fJK 

39) 2- (3- (2- (5-^^;W-2-v^n7'nif;V^+-9-V-;u-4 - 
xf;l/) ih^rv) 7x-^) gfc$ • *f-/t/X*f-/K 

40) 2- (3- (2- (5-^^;v-2- (+y;^-2-^f;u) 

41) 6- (3- (4- (4-^fll/7x^) f-77-^-2 — frt^ h*v) 
7i-Jl/) ^^>», 

42) 4- (3- (4- (4-^f^7xx;V) ^ 7 y_ ; u_ 2 ;p^t Y**y) 

7x-^) 7*>$, 

15 43) 6 - (2 - (4 - (4-^f;P7xx;v) f7 > /-^-2-^W b*v) 

44) 2- (5- (k'7x-;V-4 — f )U* h*v) -2--hn7x^JMf 

45) 2- (3- (tT7i-;i/-4-'f JM h*v) -4-xho7x^;u^f 
20 fr**) 

46) 2- (3- (2- (5-^f-;u-2- (4 - h 'J 7;U*tM ^;i/7oi^;i/) 

47) 2- (3- (2- (5-^^-2- (4-7HD7x-*) 

x^y) 7x-jU;t 
25 48) 2 - (3 - (2- (5 -^f-;U- 2 - (4-?DD7x^) 
;U-4->f;u) x^v) 7 x^;i/* ^;Uf-^) gfc$, 
49) 2- (3- (2- (5-^fJl/-2-7x-^t > /-;l'-4-'fJl') 
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50) 2- (3- (2- (5 2- (4--hn7x-;U) ^WV- 

51) 2- (1- (3- (2- (5-^f-^-2-7jt-^^V-iU-4 - 
5 >f;i/) xf^y) 7i^) xf;l/ft) gfc®, 

52) 2- (3- (2- (5- hV7Jl'to^f;V-2-7xz;^+tV-;i/ 
-4-4)1) ih*v) 7xxjMfHt) gfc$ % 

53) 2- (3- (2- (5-^JU-2- (2, 2-^7^0-1, 3->? 
^^•9-^>^>-5--f ;i^) 4 -4 AO xh + v) 7xxji/> 

io ?-;u^*) 

54) 2- (3- (2- (5 2 - (2, 3, 5, 6-f f77Wo 
-4-^f;P7xXjV) ^-^^y_;p_4_^^) i^ y ) 7xxjMf^ 

**) »», 

55) 2 - (3 - (2 - (5-^^-2- (3-7nn-4-^ Wxx^) 
15 •*W/-A'-4— f JU) Xh + y) 7xx;MfWt) 

56) 2- (3- (2- (5 2- (4-h'j7^o^ h^>7x- 
A<) **-frV-A>-4— f X^y) 7xx;MWt) gfcSL 

57) 2- (3- (2- (5-*f-*-2- (3, 4, 5-M;* h*v7x- 

;w) a-*^*/-*-^— f xk-» 7xx;Mfwt) g|^ 

20 58) 2 - (3 - (2 - (5 2 - (4->Wt7xX^) 

*S-fr-4-4iU) Xh^y) 7xxWf)Pft) 

59) 2- (3- (2- (5 -^f-^- 2 - (3 h n- 4 -* f^7xx;v) 

60) 2- (3- (2- (5 2 - (1, 3-'J**y-jyV>-5 - 
25 >f;U) *W/-^-4->f^) xh^y) 7xx;i/) gj=$ x 

61) 2- (3- (2- (5 -^f-;U-2 - (3, 4, h#'>7xi 
)V) **W-fr-A-4)\') x^^y) 7x-f) ftfe 
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62) 2- (3- (2- (5-^f-^-2- (4 - h V 7>U*D;< b*v7 x- 

63) 2- (3- (2- (5-^^-2- (2, 2->'7^n-l, 3-v 

5 

64) 2- (3- (2- (5->^;U-2- (4-hV7Wn^fm7x 

^-^-9-v-;i/-4-^;w) xb^-» 7xx;MWt) ft®, 

65) 2- (3- (2- (5 -;<f-;i/-2- (4-v7;7x-^) 

10 66) 2 - (3 - (2 - (5 2- (4->^D^y^7xi;i/) * 
^•9-y-;u-4--f;w) x^y) 7x-;u) ft®, 

67) 2- (3- (2- (5 -*f-/U-2- (4-^W^7x-fl/) * 

4 -4 JU) Xf^y) 7x-;V) mSL, 

68) 2- (3- (2- (5-***- 2- (ft7x >- 2 ->f fr) 
15 -)\s-4-4)V) Xh^y) 7x-;l/) 

69) 2- (3- (2- (5 -^f-^- 2 - (7 9 >- 2 — f * V- ;U 
-4-4*) xh + y) 7x^)1/) ft®, 

70) 2- (3- (2- (5 2- (tfU v>-2-4 *) 
;U-4->f;l/) xh^» 7x-^) ftSL 

20 71) 2- (3 - (2- (5-***- 2- ( 4 f-*- 1 , 2, 3-f7y 
7V*-*- 5 -4*) **1fV-/U-4->fA') X^y) 7x-^) gt-& % 

72) 2- (3- (2- (5 2- (2, 3, 5, 6-f F77HO 
-4 -^f-;l/7xi-;i/) ^^^>/-;u_4-^;l,) X-h^v) 7x_;i/) ft®, 

73) 2- (3- (2- (5-*f-^-2-v?n/\*v;u**^y--;i/-4 - 
25 x^y) 7x-;H 

74) 2- (3- (2- (5-^f-;U-2-v^n^>f-;U^-^"9-7*-;l'-4 - 
4*) x^y) 7x-;u) ft®, 
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75) 2- (3- (2- (5-^;U-2- (f'J v> - 3 -H )V) 

76) 2- (3- (2- (5-^f-;U-2- (H a Vv>-4--f^) 
)V- 4-4)1) x^y) 7i-Jb) ftgg, 

5 77) 2 - (3 - (2- (5 -^f-;p-2- (4->f-;m*^7v ? >-i ->f;i/) 

f7V*-;l'-4-'fA') XK'» 7iXJI/) ft®, 

78) 2- (3- (2- (5 2 - t7xx;i/) rj-*^ 
*/-*-4->f AO x^y) 7xx;i/) 

79) 2- (3- (2- (5->f;V-2-y^nyn V-;l/- 4 - 
10 <f;i/) X^y) 7ix^) gi=$, 

80) 2- (3- (2- (5-^^-2- 2 -4*) t*-^/- 
)\,-±-4)V) x^y) 7xxjp) gj=$ % 

81) 5- (3- (2- (5-^f^-2-7x-;^^tV*-;i'-4-^l') 
x^y) 7iXJP) -2, 4-f7V* , J^>^V, 

15 82) 2 - (3 - (2 - (5 -^f-^-2- (3 - M 7JU*n * ^^/7xx 
t^V-)V-4 -A )V) X^y) 7xX)l/) Hg^f^XXfJK 

83) 2- (3- (2- (5-^^-2- (2-h'J7^tn> h*v7^ 
fr) *4MfV*-;l/-4->Ol') xf^y) 7x-;i0 SK^mxfiK 

84) 2- (3 - (2- (4-^^;W-2-7oi-;l'*4r-9-7*-^-5 — f M 
20 x(.^>) 7xxfl,) SU^f^fiK 

85) 2- (3- (2- (5 2 - (3-h'J7Hn> h^y7xx 
***tV-)\s-4-A P) xKv) 7x-;u) 

86) 2- (3- (2- (5-^^;W-2- (2-h'j7^D^ |«+y7xx 
/U) *W/-JU-4-'f X^y) 7x-;W) 

25 87) 2 - (3 - (2 - (4 2 -71-^*^7-^- 5 fJU) 
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Sequence Listing 
<110> 0N0 Pharmaceutical Co.. Ltd. 

<120> Carboxylic acid derivatives and medicines containing the same as the active 
ingredient 

<130> 0NF-2923PCT 

<150> JP 10-058444 

<151> 1998-03-10 

<150> JP 10-087560 

<151> 1998-03-31 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 



1/2 



WO 99/46232 PCT/JP99/01134 



<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 
1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza vims 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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